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COVID-19: HoBbIH BbI30B peBmMartonoram
benos b.C., Kaparees A.E.

DI'BHY «Hayuno-uccaedosamenvckuii uncmumym peemamonoeuu um. B.A. Hacornoeoir», Mockea
Poccus, 115522, Mockea, Kawupckoe wocce, 344

B Hacmoswee epemsa ungexyus, 6vi36anHas Hogubim koponasupycom — COVID- 19, paccmampugaemces Muposwvim cooduecmeom KaxK 4pe3ebol-
uaiinas cumyayus 2n100a1bHoeo 3Hauenus. OcobenHo 00ecnokoensl 2moti npoodaeMoll peemMamonoeu, NOCKOAbKY NAYUeHmMbl ¢ UMMYHOB80CHA -
AumMenvHbiMu peemamuueckumu 3abonresanusmu (MBP3) umerom nosewiuieHHbill pUCK pazeumus UHQOEeKUUOHHbIX 3a001e8aHULL U NOAYYAIOM
JleYeHie npenapamami, OKa3vlearouuMu UMMyHoOcynpeccugroe oeticmaue. TIpumerenue 6a3ucHbIX nPOMUBOEOCNANUMEAbHBIX NPERAPaAmos U
2CHHO-UHMICEHEPHBIX OUON02UHECKUX NPENnapamos Yeeausueaem 4acniomy Cepbe3HbiX UHQeKyuil, Ho HedoOCMAamoUHblll KOHMPONb AKMUBHO-
cmu UBP3 (uau eco omcymcmeue) s6asemces euje 60a6uumM PaKmopom pucka UHGeKyUOHHbIX 0CA0JCHeHUl. Kpome moeo, 8 co8pemMeHHbIX
YCAOBUAX CYULECMBEHHO 803pACMAem POab 8AKUUHAUUU, 8 NeP8YI0 ouepedb NPOMUE ePUNNA U NHEBMOKOKKO0B0U UHeKYUU, NOCKOAbKY Y 601b-
Hoix ¢ UBP3 puck aemanvhbix ucxo0o6 om ungekyutl 0bixameabHvix nymei 00CmMamo4Ho 8biCOK, YUMo eCbMa AKMYAAbHO 8 YCA0BUAX MeKY-
weil nandemuu COVID-19.

B cmamve npedcmasnenvl cogpemerHble OaHHble 0 HACMOme 8UPYCHbIX UHpeKyuil y 6oabHbix ¢ MBP3, a makoce paccmomperst 603MONCHO-
cmu npumeHenusi npomusopesmamuueckux npenapamos ¢ mepanuu COVID-19.
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Currently, the infection caused by the new coronavirus COVID- 19 is considered by the global community as an emergency of international con-
cern. Rheumatologists are particularly concerned about this problem, since patients with immune-mediated inflammatory rheumatic diseases
(IMIRDs) are at higher risk for infectious diseases and receive immunosuppressive treatment. The use of disease-modifying antirheumatic
drugs and biological agents increases the incidence of serious infections, but insufficient/no monitoring of IMIRD activity is an even greater risk
factor for infectious complications. In addition, the role of vaccination mainly against influenza and pneumococcal infection is substantially
increasing in modern conditions, since the risk of death from respiratory tract infections is quite high in patients with IMIRDs, which is very
important in the context of the current COVID- 19 pandemic.

The paper presents an update on the incidence of viral infections in patients with IMIRDs and also discusses whether antirheumatic drugs can
be used to treat COVID-19.
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B nexabpe 2019 . BT. Yxane (npoBuHums Xy63ii, KHP) 6b1-
Jla 3aperrucTpupoBaHa BCIbIILIKA HOBOW KOPOHABUPYCHON WMH-
dekuuu, noayuyusiieir Hazganue 2019-CoV. 11.02.2020 . BO3
MpemioXmwia ouIMaIbHOe Ha3BaHWe WHGEKIIMU, BBI3BAHHON
HOBBIM KopoHaBupycoM — COVID-19 (Coronavirus disease-19).
Torma xxe MexXIyHapoqHBINT KOMUTET 110 TAKCOHOMUU BUPYCOB
MpUCBOMIT ObUIMATbHOE Ha3BaHWE BO3OYIUTENO0 MHOEKIINU
SARS-Cov-2 (Severe acute respiratory syndrome coronavirus-2).
C MOMeHTa MepBoil BCIBIKY MHGEKIUsT ObICTPO pacrpocTpa-
Huack o Mupy, Beaeactsue yero 30.01.2020 . BO3 ob6bsiBuia
€€ pachpOCTPAaHEHUE YPE3BBIYANHON CUTyallUE MEXIyHapo.I-
HOTO 3Ha4YeHUs B 001acTh 3apaBooxpaHeHus, a 11.03.2020 . —
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MaHAeMUei. DIUaIeMUoIornuecKas KapTuHa IMTOCTOSTHHO MEHSI-
eTCsl: TI0 COCTOSIHMIO Ha BTOPYIO MoJjioBuHYy anpesst 2020 r. B Mu-
pe HacuuThiBasioch 200 cTpaH, B KOTOPBIX 3aperucTpUpoOBaHO
oosnee 2200 ThIC. ciyyaeB 3abojieBaHUs, B TOM 4Yuce OoJiee
150 ThIC. BepU(PUIIMPOBAHHBIX JIETATBHBIX UCXOIOB.

B KOHTeKkcTe maHHOI CHUTyallMU TIPEICTABISIECTCS YPE3BBI-
YaliHO BaxXHBIM ompeneneHue 3Haunmoctu COVID-19 mns ma-
LIMEHTOB, CTPaIAIOIIMX UMMYHOBOCIIAUTENbHBIMI PEBMaTHYE-
ckumu 3aboneBanusmu (MBP3). C ogHoi1 cTOpOHBI, ObICTpOE U
HEKOHTposmpyemMoe pacrnpoctpaHeHue snuaemun COVID-19
MOXET TIPEICTABIISATE ISl JAHHOU KaTeropuu OOJBHBIX 0COOYIO
OITaCHOCTB, TTOCKOJIBKY YacTOTa MH(MEKITMOHHBIX 3a00JIcBAHUI Y
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HUX TOBBIIIIEHA BCJIEACTBUE HETaTUBHOIO BJIMSHUSI HA UMMYH-
HyI0 cucTteMy Kak camux UBP3, Tak MHOrMX MpOTUBOpEBMATH -
YecKMX MpenapaToB, OKa3blBAMOIIUX UMMYHOCYIIPECCHUBHOE
nevictBue. C Ipyroil CTOPOHBI, JaHHBIC, TTOJyYeHHBIC TIPU U3y~
yeHuu naroreHeza COVID-19, cranu ocHOBaHUEM IS UCTIOJb-
30BaHMS B JIEYEHUU JTaHHOTO 3a00JieBaHMs MpenapaToB, MUPO-
KO TTPUMEHSIEMbIX B PEBMATOJIOTHH.

B yciioBUsIX OTCYTCTBUSI MOJHOLIEHHOI MH(OpMaLIUK O Yya-
crore COVID-19 y peBMaronornueckux OOJIbHBIX BO3HUKAET
PSIT BOITPOCOB OTHOCHUTEIBHO ONTUMAJIBHOM CTpaTeruu Teparu
MBP3 B atot niepuoa. [ToaTtomy, Ha Halll B3MIsia, OyAET LeJaeco-
00pa3HbIM JIaTh MPEACTaBICHUE O PUCKE BUPYCHBIX MH(DEKIIUI Y
00nbHBIX ¢ UBP3 ¢ 0cOOBIM aKlIeHTOM Ha JaHHBIE, MOJyYeHHbIC
3a BpeMsl yKa3aHHOU MaHAeMuu, a Takxke 0003HAYUTh MOTEHIIU -
aJTbHBIE TIPENMYIIECTBA 1/MJTH HEIOCTATKU OCHOBHBIX TIPOTHBO-
peBMaTUYECKUX TIperapaToB, KOTOPbIE B HACTOSIIEE BPEMS
MPUMEHSIIOTCSI WU TUIAHUPYIOTCS K MPUMEHEHUIO Y OOJIBHBIX
COVID-19.

Nudexuus COVID-19

KoponaBupyc SARS-CoV-2 saBisiercsi oaHOLIENIOYeUHbIM
PHK-conmepxamuym BUpycoM, NMPUHAIICKAIIAM K CEMEUCTBY
Coronaviridae. Kak 1 HEKOTOpbIE MPENCTABUTEIN 3TOTO CEMENCTBA
(KOpOHaBUPYC TSKEIOr0 OCTPOTrO PECrypaTOpHOro CUHIpOMa —
SARS-CoV u KopoHaBUpyc OJMKHEBOCTOUHOTO peCIMpaTOpHO-
ro cuaapoma — MERS-CoV), naHHbli1 BO30YAUTEIb OTHECEH KO
BTOPOIl TpYIINE MaTOTeHHOCTU. [eHeTnuecKas MmocienoBaTelb-
HocTh SARS-CoV-2 kak MuHuMMyM Ha 79% cXomHa ¢ TaKOBOI
SARS-CoV [1]. CTpyKkTypHOE MOEIMPOBAHNUE, BHITTOJIHEHHOE C
HMCTOJb30BaHUEM paclii(pOBaHHOTO T€HOMa BUpYyca, Mpoje-
MOHCTPHUPOBAJIO, YTO PELENTOP-CBA3bIBAIOIIMI S-0eJI0K BUpyca
HMMeeT JOCTaTOYHO BBICOKYIO a)(MHHOCTh K aHTMOTEH3MHITPEB-
pamatomemy depmeHTy-2 (AIID-2) 1 MOXET UCITOIb30BaTh €TO
KaK «BXOJIHBIC BOPOTa» ISl IPOHUKHOBEHMS B KIETKY [2]. [Tpn
9TOM yKazaHHas adduHHOCTh y Bupyca SARS-CoV-2 B 10—
20 pa3 Bbile, yeM y SARS-CoV, uto 00bsicHsIeT 60Jiee BEICOKYIO
KOHTarno3Hocth nepporo. AIIM-2 — memOpaHHbIi 6e10K I TH-
1a, KOTOPBIX IIMPOKO MPENCTaBJIeH Ha KJIeTKax IMoveK, cepila,
JKEJTyTOYHO-KUIIIEYHOTO TPaKTa 1, UTO KpaifHe BaXKHO, Ha DITUTE-
JIMAJTbHBIX aJTbBEOJIIPHBIX KJIETKAX JIETKUX, OOLIMPHOE TOopaxe-
HHUE KOTOPBIX OOYCJIOBIMBAET TSDKECTh TedeHUsl Ooyie3Hu |[3].
ITpu sToM cBasbiBanre SARS-CoV-2 ¢ ATI®-2 npuBoauT K 13-
OBITOYHOMY HaKOIUIEHUIO aHTMoTeH3uHa Il Tumna, yto paccMar-
puBaeTcs Kak BaXKHBIIM 2JIEMEHT IaToreHe3a OCTPOro pecrupa-
TOPHOTO AUCTPeCC-CUHIPOMa M MUOKApINTA.

B passutuu COVID-19-accounmmpoBaHHOTO TTOPaKeHUS
BHYTPEHHMX OPraHOB IIEHTpaJbHOE 3HAYCHUE TPUIACTCS He-
KOHTPOJMPYEMOM TUIEPIPOAYKLIMU LIUTOKUHOB, TOJYYUBILEH
Ha3BaHME «IIMTOKWMHOBBIN IITOPM». CyTh 3TOi MOTEHIIMAIEHO
SKU3HEYTpOXalolleidl peakilui MMMYHHOU CHUCTEMBI COCTOWUT B
HEKOHTPOJIMPYeMOI 1 He HeCYIIel 3aluTHOM (PyHKIINY Tutiep-
MPOAYKIIMHU ITHPOKOTO CIIEKTPa MPOBOCIAIUTEILHBIX IIUTOKH -
HoB: uHTepseiikunos (MJI) 1, 6, 7, 8, 17, rpaHyI0LUTaApHOIO
KOJIOHMECTUMYIUpYIoliero pakropa, (paktopa HeEKpo3a OIyXo-
mm o (PHOw) u ap., a takxke xemokuHos (CCL1, 3, 5 u ap.),
pPa3BUBAIOIICIICS B OTBET Ha BUPYCHYIO MH(EKIMI0. DTO MPUBO-
IIUT K CUCTEeMHOI aKTUBAlINK KJIETOK BOCTIAJIMTEIBHOTO OTBETa
(Makpodaros, HEUTPODWIOB, TMMMOLIUTOB), KOTOPKIC, B CBOIO
oyepeab, CUHTE3UPYIOT BCe OOJbIee KOJIUISCTBO ITUTOKMHOB,
4TO (hOPMUPYET MOPOUYHBII KpYT. Takasi TMIIepIpOaYKIIMS IIUTO-
KMHOB OblJ1a 3aperucTpMpoBaHa Mpu HauboJiee TSKeabiX dop-

m

Max COVID-19 [4]. I1pu aTOM KAMHMYECKas KapTUHA IIUTOKU-
HOBOTO IIITOPMa, BBI3BAHHOTO BHMPYCHOUW WHQEKIIUei, Oblia
CXOHA C TAaKOBOW TPU BTOPUYHOM JUMQPOTUCTUOIMTAPHOM
CUHIPOME B3pPOCIHBIX, CHUHAPOME aKTHBAaIlUM MakKpodaros
(BCTpeyaroleMcsl B peBMaTOJIOTUH B BUIE OCJIOKHEHUS Y Talln-
€HTOB C IOBEHUJbHBIM MAMONATUYCCKUM apTPUTOM, OOJIE3HBIO
Cruiia B3pOC/bIX, CUCTEMHOI KpacHOW BOJYAHKOW W Ap.) U
CUHpOME BbICBOOOXAEHUS IUTOKUHOB npu CAR-T-kietou-
HOIi Tepanuu B OHKoJIoTuU. OCHOBHBIMY KJIMHUKO-JIA00paTop-
HBIMY TIPOSIBIICHUSIMU YKA3aHHBIX COCTOSTHUI SIBIISTIOTCST MHTEP-
MUTTHpPYIOILIAsl JIMXOpaaKa, MopaxkeHue JEeTKMX (BKJovast
SARS), HaGmomaeMoe v 50% GOJBHBIX, LIMTOIEHUS U TUIEP-
dbepputunemus [5]. Kuraiickue aBTopbl yCTAaHOBUJIN, YTO Hapa-
cranue KoHieHrparuu W16, depputiHa u D-nmumepa, siBJsiio-
IUXCsT OMoMapKepaMy IUTOKWHOBOTO IITOPMa, MMEJIO TIPSIMYIO
koppessiuuio ¢ TsxkecTbio COVID-19-undexumnn u BeposiTHO-
CTbIO JIeTaJIbHOTO ucxona [6, 7]. Takum oGpa3om, heHOMEH L~
TOKMHOBOTO ILLITOPMa SIBJISIETCSI BaxKHEMIEil cocTaBistonieil B
naroredeze COVID-19 u onHoil U3 «MUIlIeHEH», HA KOTOPYIO
JOJDKHBI OBITH HAIIEJICHBI TEParieBTUYECKUE MEPOTIPUSITHS Y
3TUX MAIlUEHTOB.

Puck pa3Butus pecnuparopHoii uHdeknun y 60abHbIX ¢ UBP3

Kaxk ykaspiBasioch Bbillie, 00JbHbIE ¢ IBP3 nMeoT moBbI-
LIEHHBIN pUCK UHMEKIIMK MO CPAaBHEHUIO C OOLIEH MOMYIsLM-
eil. DTa TeHIEHIINS SIBJISIETCS, TPEXIEe BCETo, OTPAKECHUEM UM-
MYHOIIATOJIOTUUECKUX HapylleHui, mpucymmx Bcem MBP3, u
MMEET YeTKYI0 aCCOIMAIINIO CO CTeTICHbI0 aKTMBHOCTHU 3a00Jie-
BaHMs. AHajiu3, BKIOYaBIIMii 16 242 GONbHBIX M3 PErucrpa
CORRONA, mokasaj, yto HapacTaHue uHaekca DAS28 na 0,6
MTOBBIIIIAJIO YACTOTY aMOyJaTOpHBIX MHMeKmi Ha 4% (p=0,01),
Cepbe3HBbIX MHGEKINIA, TpeOOBABIINX TOCMUTAIU3AIN, — Ha
25% (p=0,03) [8]. [To3ke faHHBIE STOTO PErMCTPa MPOJAEMOHCT-
PUPOBAJIN, YTO IO CPAaBHEHMIO C OOJIBHBIMU, JOCTUTITUMM KJTHU -
Huueckoit pemuccun (CDAI <2,8), puck pa3BuTHsI cepbe3HbIX
MHOEKIMIT 3HAUMMO TOBBIIIAICS Y MAallMEHTOB C HU3KOI U yMe-
PEHHOI1 aKTUBHOCTbIO 3a00sieBaHus. Tak, yacToTa cilydyaeB MH-
(exumii cocTaBuia y 60JbHbIX ¢ pemuccueii 1,03 (95% nosepu-
tenbHbIA nHTepBai, AU 0,85—1,26), y GOJbHBIX ¢ HU3KON aK-
tuBHOCTHIO — 1,92 (95% AU 1,68—2,19), ¢ yMepeHHOi1 aKTUB-
HoCTbIO — 2,51 (95% AU 2,23—2,82) Ha 100 mauuenTos/net [9].
B uccaenosanuu, BeimonHeHHoM B PT'BHY «HayuHo-uccneno-
BaTeJIbCKUI MHCTUTYT peBMmaTosioruu um. B.A. HacoHoBoii»,
MOKAa3aHo, YTO Y OOJIbHBIX peBMAaTOMAHBIM apTpuToM (PA) dak-
TOpaMU pUCKa Pa3BUTHUS TTHEBMOHUU ObUTM BBICOKAsl aKTUB-
HOCTh BOCIAJIUTEILHOTO TIpoliecca (oTHoIIeHue IaHcos, O
15,5; p<0,001) u oTcyTcTBUE IpUeMa 0a3UCHBIX TPOTUBOBOCTIA-
nuTenbHbIX TpenaparoB — BIIBIT (OLLI 5,6; p<0,001). ITpu co-
yeTaHUM 000MX (PaKTOPOB PUCK Pa3BUTHS ITHEBMOHHWU ITOBBI-
mancs o 19,3 [10]. DTu gaHHbIe MOIYEPKUBAIOT BaXKHYIO POJIb
TOCTUKEHUST U COXpaHEHUsI KOHTPOJIST Hajl akTUBHOCThI0 IBP3
JIJIST CHYDKEHUS YaCTOTHI KOMOPOMIHBIX MHMDEKITNIA.

Haunb6onee 3¢hp@GeKTUBHBIM U 3KOHOMUYHBIM CPEICTBOM
MpoGUIAKTUKU U O0pbObI ¢ MH(MEKIIMOHHBIMU 3a00J1eBaHUSIMU
SIBJISTIIOTCS BaKLIMHBI. B HacTosiiee BpeMst 6osiee 40 papmalieB-
TUIECKMUX KOMIIAaHWIA U aKameMUIeCKUX YUPEKIeHUl BO BCEM
MUpe Havyau paboTy Hall co3naHueM BaKIIuHbI TpotuB COVID-
19 [11]. OnHako mocie pa3paboTKy BAaKIIMHBI HEOOXOIUMO TIPO-
BeJCHUE KITMHUYECKUX UCCIeIOBAaHMI C LIEIbIO OLIEHKM ee 0e3-
OIMAaCHOCTU, UMMYHOTEHHOCTU U 3(PGHEKTUBHOCTHU, YTO TpeOyeT
JUTUTETbHOTO BpeMeHM. Ha ceromHsmHuii AeHb, B YCIOBUSIX
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npoaoskarwieiics nannemuu COVID-19, skcneptsl EBponeii-
ckoii aHTupeBmatuueckoir suru (European League Against
Rheumatism, EULAR) HacTosiTeJIbHO peKOMEHIYIOT MpPOBeie-
HUE BaKIIMHAIIUW, B TIEPBYIO OUepeIb IIPOTUB TPUTITIA U ITHEBMO-
KOKKOBOI MHMEKINH, A1 aOCOTIOTHOTO OOJBITUHCTBA 00Tb-
Heix UBP3 [12]. BTO cBsI3aHO ¢ OOJBIIMM PUCKOM JIETaIbHbBIX
HMCXOIOB OT MH(MEKLNIA IbIXaTebHbIX MyTeil Cpear peBMaToo-
TMYECKUX IMallMeHTOB, OCOOEHHO YYUTBIBasl BBICOKYIO YACTOTY
nopaxaemocTu pecrnuparopHoro tpakra npu COVID-19. Um-
MYHOT€HHOCTb U 0€301TaCHOCTh YKa3aHHBIX BaKIIWH TTPOJIEMOH-
CTpUPOBAHA B XOJE€ MHOTOUYMCIEHHBIX UCCIIEIOBAHUI TIPU pa3-
smuHbix UBP3 [13].

B ycnoBusx manaemuu COVID-19 Bo3HUKaET psili BOMPO-
COB, CBSI3aHHBIX C TIPUMEHEHUEM aHTUPEeBMATUYECKOW Tepa-
nuu nipu MBP3. Teopetnueckn HecTepoUIHbIE MPOTUBOBOC-
nayutenbHble npenapaThl (HITBIT) Moryt okassiBaTh Mporu-
MEePTeH3UBHOE NIeiCTBME, TMOBBIIMIATh 3KcIpeccuto AIID-2 u
TeM caMbIM cIoco0cTBoBaTh MHbuUMpoBaHu COVID-19
[14]. OgHako 4YeTKUX KJIMHUYECKMX JaHHBIX O HEraTUBHOM
NeCTBUM 2TUX MpernapaToB Ha pa3putue nHbekuuu COVID-
19 He nostyueno [15]. Cnenyer otmetuts, yto HITBII mmpoxo
WCTIONB3YIOTCST U KyMUPOBAHUSI CUMIITOMOB, CBSI3aHHBIX C
OCTpOil pecrupaTopHoOil BupycHoil nundekuneit (OPBH), Ta-
KUX KaK JUXOpaaKa, rojloBHasl, CyCTaBHasl U MbllIeYHasl 601b
[16]. [Iprem 3TUX MpernapaToB B HU3KUX («Oe3peLleNTyPHBIX» )
[03ax B TeueHue KopoTkoro Bpemenu npu OPBU nocratouHo
Oe3omnaceH [17].

B 10 xe Bpems naHHbie o BiussHuu HITBIT Ha TeueHue 6a-
KTepUaTbHBIX THEBMOHUI U CETICHCA MTPOTUBOPEYUBHI. Tak, psin
HabII0aaTeIbHBIX MCCIeNOBAaHUI JeMOHCTPUPYET HapacTaHue
OCJIOXKHEHHBIX (DOpM JIerouHbIX MHMEKUMI 1 HebnaaronpusT-
HBIX UCXOJ0B Y 001bHBIX, KOTOpBIe nojydyanu HITBII B kauect-
Be aHTUNMpeTuueckoro cpeactna |18, 19]. Cpenu npuuuH sToro
(enomena obcyxnatorcsi HeratuBHoe BiaussHue HIIBIT Ha
(yHK1IMIO MaKpodaroB 1 HEUTPOPUIOB, OCYIIECTBISIONINX HE-
crienrpuUecKyro UMMYHHYIO 3allUTY, a TAaKXKe 3aro3aajas Iu-
arHOCTMKA WM TO3/[HEee HayaJlo aHTUOAKTepHUaJbHOU Tepamuu,
YTO CBSI3aHO CO CTEPTOCThIO KIMHWYECKOW CUMIITTOMATHKH,
TIPEKJIe BCEro JTMXOPAIOYHOTO CUHApOMa. BakHO OTMETUTB, UTO
MeTaaHaM3 4 paHIOMU3VWPOBAHHBIX KOHTPOJIUPYEMBIX HUCCIe-
noBanuii (PKHM), B koTopbix onieHUBas1ach 3¢ (MEKTUBHOCTb aH-
tunupernyeckoro aeiicteust HITBIT y peaHuMaiioHHbBIX 00/1b-
HBIX, HE IMOKa3aJ HapacTaHWsl JIETAJIbHOCTU TMPU KCIIOIb30Ba-
HUM 3TUX npenapartos [20].

[Ipu nHaznauenun HIIBIT nauuentam ¢ OPBU cnenyet
WMeTh B BUILYy BO3MOXHOE Pa3BUTHE OCIOXHEHUI CO CTOPOHBI
KETyIOYHO-KUIIEYHOTO TPAKTa, KAPAMOBACKYJISIPHON CUCTEMBI
U TIOYEK, OCOOEHHO Y JIUI MOXUJIOTO BO3pacTa ¢ MHOXKECTBEH-
HBIMA KOMOPOMIHBIMU cocTosTHUsIMU. Heobxoanmo takke mo-
MHUTB 1 0 criocooHoctu HITBIT 1 napaueramosia MacKpoBaTh
O/IUH U3 T1aBHBIX cuMnToMoB COVID-19 — nuxopanky, 4To Mo-
JKET TIOBJIEYb 32 COOOM TMO3MHIO AMATHOCTUKY OCIIOKHEHHBIX
(opm aroit 6one3HU [15].

Imoxokoptukounsl (I'K) yxxe 6os1ee 70 et urparoT Kito-
yeBylo poib BJaeueHun MBP3. Kak usectHo, I'K npucyi mm-
poKuii criekTp HeOnaronpusitHeix peakuuit (HP), Bkiouas
TIOBBIIIIEHNE PUCKA Pa3BUTHUS TIKEJIbIX MHOEKIN U cepbe3-
HBIX KOMOPOUWIHBIX 3a00JeBaHMUIl (B YAaCTHOCTHU, CaxapHOTO
nurabeTta), JOTOJTHUTEIbHO MOBBIIIAOIINX BEPOSTHOCTb MH(PU-
nupoBaHus [21]. [Tpumenenue 'K mpu BUPYCHBIX MHGDEKIIUSX
JbIXaTeJbHbIX MyTeil MOXET MPUBECTU, C OJHON CTOPOHBI, K
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MHIMOULIMM UMMYHHOTO OTBETa M CHUKEHMIO KJIMpEHCca BO3-
OynuTessi, ¢ IPYyroil — K MOAaBICHUIO BOCTIAJIMTEIbHON peak-
MY MaKpOOPTaHW3Ma, KOTOpas SIBJISIETCSI OCHOBHOUW TIpUYM-
HO# TIopaxkeHMsT JieTkux U pa3BuTtus SARS. B mertaanammsze
2019 r., BkmovaBumieM 10 HaOIOAATENIBHBIX MCCIIEIOBAHUIA,
BBITMIOJIHEHHBIX B MIEPUO/BI MUAEMHUI IPUIINA, OTMEUYECHBI MO-
BBILIEHHAs] CMEPTHOCTh (OTHOCUTENbHBINM puck, OP 1,75;
p=0,0002), HapacTaHKe YaCTOThl BTOPUYHOUN OaKTepuajibHOM
unu TpubkoBoii nHbexkunu (OP 2,0; p=0,04), a Takxe Gomee
IJIATEIbHOE MpeObIBaHNE B OTACICHUM MHTEHCUBHOM Teparuu
(OP 2,1; p=0,0001) y 60npHBIX, ToayyaBmux ['K [22]. Bo Bpe-
MeHHOM pykoBoacTBe BO3 no BeneHuto 6oabpHbIX ¢ COVID-19
oTMeyvaeTcs, yTo npuMeHeHue 'K He mokasaHo mpu OTCyTCT-
BUU Beckux ocHoBaHuii [23]. Tem He meHee 6osibHbIM UBP3,
noryvatomium 'K, B mepuox mannemuu COVID-19 pekomeH-
IlyeTcsl He TIpephIBaTh JIeUeHHWE, HO IO BO3MOXHOCTH MaKCH-
MaJIbHO CHM3UTh 103y 3TUX MpernapaToB [24].

Bo MHorux uccienoBaHusix ObUIO MPOJEMOHCTPUPOBAHO,
yto Ha (oHe npuema BIIBIT u 0coGeHHO reHHO-UHXEHEPHBIX
ouonornueckux npemnapatos ('MBIT) y naunentos ¢ UBP3 Ha-
pacTaet yacToTa WHGMEKINN BEPXHUX U HUXKHUX JTBIXaTebHBIX
myTteii. B vacTHOCTH, O JAaHHBIM TOJUIAHICKOTO MCCIIEAOBAHUS,
HazHayeHue uHruomropoB ®HOo moBbBIIIATO BEpPOSITHOCTH
pa3BuTus rpumna y 6oabHbIX PA B 2 pa3za [25]. B apyroii aHano-
TMYHOU Mo Au3aiiHy paboTe 3a00JIeBaeMOCTb TPUIIIIOM Y 00JIb-
HbIX PA, TicopraTMieckKuM apTpUTOM U CIIOHIWIOAPTPUTAMU,
nonyyaBimmx TUBII, cocraBuna 17%, uto B 1,75 pasa npesbi-
LIAJI0 TIOIMY/ISILMOHHBIE OaHHbE [26]. OmHAaKO HA OCHOBaHMU
ONMyOJIMKOBAaHHOM Ha CErOAHAIIHUI IeHb MHGOPMALUM O HO-
Boii (SARS-CoV-2) u npensiaymux (SARS-CoV, MERS)
BCIBIIIKAX, BbI3BAHHBIX KOPOHAaBUPYCaMU, HET yOeAUTEbHBIX
JI0Ka3aTeIbCTB TOro, 4yto nauueHTsl ¢ MBP3 nonpepratorcst rmo-
BBIIICHHOMY PHMCKY Pa3BUTHUS YKa3aHHBIX WHMEKIIUIA 110 CpaB-
HEHUIO CO CTPafalolIUMM IPYTUMU HO30JOTUSIMU.

HTanbssHcKMMY KCcienoBaTesIMu OblIa ITpeIcTaBeHa NH-
dopmanusa o 320 6onbHbIX (PA — 57%, cioHAWIOAPTPUTHL —
43%), IpoXKMBAIOIINX B IPOBUHIIMN JloMOapausi — pernoHe Ha
ceepe Mrtanuu ¢ camoii Bbicokoit 3a0osieBaeMocTbio COVID-19
[27]. Teparmuio unruouropamu @HOo nosyvanu 52% maumreH-
toB, npyrue TMBIT — 40%, tapretHsie BITBIT (TBITBIT) — 8%.
B ykazanHnoii rpynne BepudunuponaHo 4 ciyyast COVID-19 u
4 cnydast ¢ KIMHUYECKOM cuMnToMaTuKoi, cxoxeit ¢ COVID-
19. I1aTh GOMBHBIX UMEIU KOHTaKTHI ¢ 3a0oaeBmiumMu COVID-
19, HO Bce OHU OCTaBaIUCh OECCUMIITOMHBIMU B TEUEHUE 2-He-
IIeJIBHOTO Tiepuoja HabmoaeHus. BojbHBIE ¢ TIpU3HAKaMU
COVID-19 Bpemenno nipexpamanu nmpueM ['MBIT v TBITBIT
Y MOJyYaJid 1O MEHbBIIeH Mepe OAMH KypC aHTUOMOTUKOTEpa-
nuu. Hu B omiHOM HaOJI10IeHUN He ObLIO TSIKEbIX PeCupaTop-
HBIX OCJIOXHeHUI, peunnanBoB MBP3 u jetaqbHbIX MCXOIOB.
Kpome Toro, cpenu 700 60JbHBIX, TTOCTYIMUBIIUX B perMOHaIb-
HBII MEMUIIMHCKUM TIEHTp ¢ Tsekenoit hopmoit COVID-19, Hu-
kto He npuHuMai TBITBIT wiu 'MBII. [To MHeHUIO aBTOPOB,
0OJIbHBIC C XPOHUYECKUM apTPUTOM, HaXOSAIIMeCs Ha Teparnuu
TBI1BIT wiu T'MBI1, BunuMo, He roaBepralTCs MOBLILLICHHOMY
PYICKY PECTTMPATOPHBIX WIM MHBIX YTPOKAIOIIMX KU3HU OCTOXK-
HeHuit B pamkax COVID-19 no cpaBHeHMIO ¢ OOILLIeit TTOITyJIsi-
mueit. CiieioBaTeIbHO, HECMOTPST Ha HEOOXOIMMOCTh ITOCTOSTH-
HOTO HAOJIOACHUS 3a TTAallMeHTaMU, TTOJyJaroIMMK YKa3aHHYIO
Tepanumo, cieayeT u3beraTb HeoNpaBIaHHOM «IpoduIakTrye-
CKOIi» €e OTMEHbI, TeM CaMbIM TOBBIIIAsI PUCK peLMaBa (POHO-
Boro MUBP3.
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MecTto aHTHpeBMaTHYeCKUX npenapatos B Tepanun COVID-19

Heo6xonuMocTh CpoYHOI pa3pabOTKU TMOAXOAOB K Bese-
HUo 60sbHBIX ¢ COVID-19 nocnyxuia MOUTHBIM CTUMYJIOM K
U3ydeHU0 3(PGEKTUBHOCTU TPerapaToB, MPUMEHSEMbIX TPU
NPYTUX BUPYCHBIX MHMeKusx. [1To Mepe HaKOIIeHUsI 3HAHU#T O
naroreHeze COVID-19 B kauecTBe BO3MOXHBIX CPEACTB IS Te-
panuu AaHHOW WHGbEKUMU ObUT TIPEUIOXEH Psi MPeraparos,
IIUPOKO MCITOTH3YeMbIX B PEBMATOJIOTHH.

X10poxuH u eudpoKCuxnropoxuu

[IpuMeHeHNEe CUMHTETUUYECKMX IPOM3BOAHBIX XWHUHA —
xsopoxuHa (XJI) m rumpoxkcuxsopoxuHa (I'’X) — B Tepanuu
COVID-19 mupoxo obcyxaaeTcs B iMTeparype. DT Ipernapa-
THI, BOILIEMIINE B IPAKTUKY IS JICYCHUST MAJISIPUM, CETOHS aK-
TUBHO UCTIONIb3YIOTCSI B PEBMATOJIOTUM, TaK KaK 00JIaIatoT UM-
MYHOMOIYJVPYIOIIUMU CBoicTBamMu. [IpoTMBOBUpYCHOE mAcii-
creue XJI uzBectHo ¢ KoH1a 1960-x romoB. B paGorax in vitro
MPOAEMOHCTPUPOBAaHbI HECKOJBKO MEXaHW3MOB, C TOMOIIbIO
KOTOpBIX Mpenapar crocobeH TOPMO3UTh IMPOLECCHl pocTa U
Pa3MHOXEHHUs pa3IuyHbIX BUpycoB (Bkiawouyass SARS-CoV-2),
XOTSl NaJIbHEWIe WMCCIeNOBaHUsI in Vivo TIOKa3ajlu HEOTHO-
3Ha4YHBIe pe3ynbTaThl [28—30].

[lo uMerommMcss HaHHBIM, B KIMHUYECKU TOIMYCTUMBIX
KoHueHTpausax XJI cnmocobeH moBwiath pH aHmocoM (4TO
MPEMSITCTBYET BbIXOAY BUPYCa U3 HUX BHYTPb KJIETKU), UHTUOU -
poBaTh aKTUBHOCTh TOJUI-TTOMOOHBIX PEIENTOPOB U OTPAHUYIH-
BaTh TIMKO3WIMPOBaHUE KJIETOUYHOTO perentopa AIlD-2
[31—33]. DT MexaHU3MBI, PEAIOJIOKUTEIBHO, O0YCIOBINBA-
[OT TPOTUBOBUPYCHOE ICCTBIE MpelapaTa Ha Ha4yaJlbHOM U T10-
caenyonmmx craausix COVID-19, uyto mocayXuio ocHoBaHUEM
Jutst BKtoueHust XJI B psii uccienoBaHuid, yoke BBITTOJIHEHHBIX U
BBITTONTHSIeMBIX ceroaHs B KHP 1o pasnmnmyHbiv potokonaM, B
TOM YKCJIe B COUYETAHUU C TPOTUBOBUPYCHBIMU TIpeTiapaTaMu.
IIpenBapuTebHbIC pPE3YJIBTaThl CBUIACTEIBCTBYIOT O TTOJOXH-
TeJbHOM BIMSIHMU XJI Ha KJIMHUYECKYIO M PEHTTEHOJIOTMYe-
CKYI0 CUMIITOMATHKY ITHEBMOHMU, YTO TIPUBOAMIIO K COKpallle-
HUIO IJIUTEJbHOCTHU TpeObIBaHUSI OOJILHOTO B craioHape |34,
35]. B uccaenoBaHusx in vitro Ha (hapMaKOKMHETUYECKUX MOJIE-
Jigx Obulo mokazaHo mpeBocxoicTBo ['X Ham XJI Gosnee yem
B 3 paza. [Ipuem I'X B crapToBoOii Harpy3ouHoii moze 400 mr
2 pa3a B cyTKHM, 3aTeM 200 Mr 2 pa3a B CyTKM B TeueHUE 4 THEN
npenioxeH Kak Bapuant jgedeHuss COVID-19 [36]. B 1o ke Bpe-
Ml UTTbSIHCKME U OpUTAHCKKME aBTOPbI MPUBOIAT Psii 00OCHO-
BaHHBIX BO3paXXEHMIA 10 TaHHOMY BOITPOCY, YKa3bIBasi Ha HE00-
XOIMMOCTh TIPOBEIeHUST 6oJiee KaueCTBEHHBIX U MacCIITaOHBIX
PKM [37, 38].

B cBs131 ¢ M37105KEHHBIM BBIIIIe BO3HUKIIA U IIIMPOKO 00CYXK-
naercs uaes npumeHeHuss ['X kak cpeacrtBa Npo(UIaKTUKU
COVID-19, y4yuTbiBasi €ro OTHOCHUTEJIbHO HEBBICOKYIO CTOM-
MOCTb U XOPOIIIYIO IIEPEHOCUMOCTD MPU JUTUTSILHOM IPUMEHe-
HuM, B yactHoctu nipu MBP3. OnnHako, mo mHeHuto S. Shah u
C0aBT. [39], «...HECMOTPSI Ha TO UTO PE3YJIbTaThl JOKJIMHUIECKUX
KUCCIICAOBAHUI MTPEICTABISIOTCS MHOTOOOEIIAIOIIMMU, B HACTO-
siee BpeMsl OTCYTCTBYIOT J0Ka3aTeJlbCTBa, MOATBEPKAAIOIIME
npodunakrudeckyto appexkruBHocTb XJI nau I'’X npu COVID-
19. YuuTtbeiBasi BO3BMOXHBIE MPOOJIEMbI, CBSI3aHHbIE ¢ Oe30rmac-
HOCTBIO, M BEPOSITHOCTD TIOSIBJIEHMSI JIOXKHOTO UYBCTBA 3allly-
IeHHOCTH, 3 dekTuBHOCTL TTpodunakTuku COVID-19 ¢ mo-
mombto XJI wim I'X moskHa OBITh TIIATETHHO OIIEHEHA KakK B
HaboaaTeIbHBIX UCCEI0BaHUSIX, TAK U B BHICOKOKAYECTBEH-
HbIX PKI».
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Hneubumopor U1 u UJ16

Kak ykasbiBasioch Bbilie, SARS-Cov-2, pasBuBatouiuiicst
npu HauOoJee TskeaoM TeueHun COVID-19, sBnsiercs cienct-
BHEM MaCCUBHOTO BHICBOOOXKIEHUSI TIPOBOCIIATTUTETbHBIX IIUTO-
KWHOB, BBI3BAHHOTO peaklifeii UMMYHHOI CUCTeMbI Ha BUPYC-
HYIO peIUIMKalNIo, C NaTbHEUIIINM TTOpaXeHUeM JIETKUX U pa3-
BUTHEM TOJMOPraHHON HemocTatoyHocTU. KitroueByio poib B
(opMUpPOBaHUU «TUMEPBOCMAIUTEIBHOTO CTaTyca» UTrparoT
WJI1 u WNJI6, 94T0 IMO3BOJISET IIPEAITONIOXNUTD LIEJIeCO00Pa3HOCTh
MIPUMEHEHUS] UHTMOUTOPOB TaHHBIX LIMTOKWMHOB TSI (hapMaKo-
tepanun SARS-Cov-2. Tak, npuMeHeHUE PEKOMOMHAHTHOTO
pacTBopuMoOro aHTaronucra peuentopa MJI1 — aHakuHpBI B XO-
ne PKU 111 ¢a3bl nipu TsKEIOM cerncuce MoKas3aao 3HaYUuTeb-
HOE YJIydyllleHWEe BBDKMBAEMOCTU MAIIMEHTOB C IpU3HAKAMU
CHUHIpOMa aKTUBALIMKM MaKpodaros Mpu OTCYTCTBUYU KaKUX-JTU-
60 Tsexensix HP [40].

B HeOosbIIOM pPEeTPOCTIEKTMBHOM HCCEIOBaHUM, BKIIO-
yaBieM 21 6onbHoro ¢ tskenbiM SARS-CoV-2, nocne npume-
HEHMsI TyMaHU3MPOBAHHOTO MOHOKJIOHAJIbHOTO aHTUTENA K pe-
uentopy MJI6 — Toumnmsymabda B oqfHOKpaTHOM 103¢ 400 Mr oT-
MeYaJuch HOpMaM3alus TemIepatypbl Tena, ypoBHsT CPB u
yucia JTUMQOILINTOB, TOJOXUTETbHASI AMHAMUKA TI0 JAaHHBIM
KOMITbIOTEPHOI TOMOTpadu OpraHOB IPYIHOU KJIETKU U CHM-
XKeHMe ToTpeOHOCTU B Kucjoponotepanuu [41]. B Hacrosiiee
BpeMs1 00bsiBieHO o Hauyasie HeckoJibkux PKW (KHP, Urtanus,
CILIA u ap.), NOCBSILLIEHHBIX U3YYEHUIO 3(PDEKTUBHOCTH TOLIM-
Jm3ymaba y 60JbHBIX C THEBMOHUEH, COTTPOBOKIAIONIEIICS paH-
Hell IbIXaTeTbHOI HEeJO0CTAaTOYHOCTHIO UM TOBLIIIEHNEM YPOBHS
NJ16 Ha pone COVID-19 [42—44]. Kpome TOro, aHOHCUPOBAHO
npoBeleHue ucciaeaoBatus 3(hp@GEeKTUBHOCTU U 0€30MaCHOCTU
unruouropa NJ16 — capunymaba y 6oapHbix COVID-19 [45].

B mocienHem BapuaHTe BPeMEHHBIX METOIUYECKUX PEKO-
MeHmauuii MunsapaBa Poccun [46] momuepKuBaercs, 4TO
6ompHBIM ¢ COVID-19 u nmono3peHnemM Ha pa3BUTHE TSKEIOTO
JKA3HEYTPOXKAIOIIEro CUHAPOMA BBICBOOOXIEHUS ITUTOKWHOB
(HapacTtaHue win coxpaHeHue nuxopanku >38,5 °C, pa3Butue
Ha 8-11 neHb 3a0oJeBaHusl JeKO- Uiau TUMGONEHUH, MOBbIILIe-
Hue cozpepxaHusi D-numepa >1500 ur/ma, WJI6 >40 nr/mi,
CPbB >75 mr/n, a Takke HedPOEKTUBHOCTH TPOBOANMOIA aHTH -
OMOTMKOTEpANNM) MOKa3aHO Ha3HAaYeHUe TOIIn3ymMaba B 103e
4—8 Mr/KT, Ip1 HEOOXOAUMOCTHU — TTOBTOPHOE BBEACHUE TOM e
036l uepe3 12 4.

Crnenyer orMetuThb, uto 3.04.2020 . MunznpaB Poccun
0I00pWJT TIPOBEICHUE KIIMHUYECKUX UccaenoBaHui ahdekTun-
HOCTM M 0e30MacHOCTU OJIoKM3ymaba (uHruouropa WJI6) u
RPH-104 (uaru6urtopa WJI1) nist nedeHus mauueHTOB C TsDKe-
noit dopmoit COVID-19 [47].

bapuyumunuo

Kak 6su10 TOKazano M. Hoffmann u coast. [48], SARS-
CoV-2 mpoHUKaeT B KJIETKU-MUIIEHU TyTeM PerenTop-0Io-
CPEeOBaHHOTO SHAOLNTO3a. B perynmupoBaHuM yKazaHHOTO
rpoliecca MPUHUMAIOT HETTOCPEeACTBEHHOE yyacTue Numb-ac-
COLIMMPOBaHHbIe KUMHa3bl — AP-2-accomuupoBaHHas mpoTe-
nHkruHaza (AAKI1) um muknuH-G-accollmupoBaHHasE KuHa3a
(GAK) [48]. NMurubuposanne AAKI Moxer mpepBaTh Kak
MMPOHUKHOBEHUE BUPYca B KIETKY, TaAK U BHYTPUKIETOUHYIO
cbopky BupycHbix yactuil [49]. U3 378 marubutopor AAKI
BBICOKOI ahUHHOCTBIO 00J1agaoT 6 IpernapaToB, K KOTOPBIM
OTHOCSITCSI IPUMEHSIEMbIE B OHKOJIOTUU 3PJIOTUHUO, CYHUTH-
HUO, pyKcoauTuHuo u (enparuHud. PaHee ObLIO mMokKasaHo,

Coepemennas peemamonoeus. 2020;14(2):110—116
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YTO 3TU MpernapaThl aJeKBaTHO MOJABJSIOT MHGOUIMUPOBAHUE
KJIeTOK BUpycamu [leHre, D0osia 1 pecnupaTopHO-CUHLIUTH -
a’nbHbIMU BUpycamu [50], HO MONOXUTEbHBIE PE3YIbTaThl 10-
CTUTAIOTCS TOJBKO TPU YCIOBUM TMPUMEHEHUS] YKa3aHHBIX
CPEeICTB B TOKCMYHBIX UISI MaKpoopraHu3ma no3ax. B To xe
BpeMsl MUHTMOUTOp STHyC-KMHAa3 1-ro u 2-ro Tumna 6apuiuTuHuO
(BAPWN) sacbdpexkTuBHO Ookupyet aktuBHocth AAK1 1 GAK B
CBIBOPOTOYHBIX KOHIICHTPAIIUSX, TOCTUTaeMbIX TIPY Ha3Haye-
HUU TIperapaTa B TepaleBTUYeCKUX J103aX (B 4YaCTHOCTHU, IS
6ospHBIX PA), T. ¢. 2—4 mr/cyT [51]. [Tomumo storo, BAPU
OJIOKMpYeT BHYTPMKJIETOUHYIO Tepenady CUTHAJIOB OT psua
OMOJIOTUYECKH aKTUBHBIX MOJIEKYJT, BKItouas MJ16 u natepde-
poH y. MunumanbHoe B3aumoeiictsue bBAPU ¢ pepmentamu
cemeiictBa P450 nenaer BO3MOXHBIM €0 MIPUMEHEHUE B coue-
TaHWU C TAKUMU TTPOTUBOBUPYCHBIMM TIperiapataMu, Kak Jio-
MUHABUP/PUTOHABUDP U pemaecuBup [52]. B To ke Bpems 6J10-
kana curHaabpHoro mytu JAK/STAT npuBOIUT K TOPMOXKEHUIO
MHTEepGhEPOH-0MOCPETOBAHHOIO MPOTUBOBUPYCHOIO OTBETA,
YTO MOTEHLMATbHO MOXET COCOOCTBOBaTh pa3BuTHio SARS-
CoV-2-undexuuu. bosee Toro, mosnaraiT, 4TO yKa3aHHBIi
MEXaHW3M CBSI3aH C TOBBIIIEHHBIM PUCKOM Pa3BUTHUSI Tepriec-
BUPYCHBIX MH(PEKIIMI, YaCTOTa KOTOPBIX B OTACJICHUSIX NHTCH-
cuBHON Teparuu mocturaet 10% npu BHEOOJbHUYHON ITHEB-
MOHUU U 5% TpU BEHTUJISITOP-ACCOLMUPOBAHHOMN MTHEBMOHUU
[53]. Kak oxwumaeTcsi, yacToTa MOCIEIHUX MOXET HapacTaTh y
GOJIbHBIX C HAPYIICHHBIM UMMYHUTETOM IIPU JICUSHUU WHTH-
outopamu siHyc-KuHa3. CiieoBaTeIbHO, apTYMEHTHI B TI0JIb3Y
npumeHeHust BAPU npu COVID-19 moka He ciuikom yoenn-
TeJbHbI. HeoOxoauMbl qanbHelIme ucciaenoBaHus ISl OLIeH-
KM MOTeHUMAJIbHOW POJIM TMpernapaTa B Tepanuy MHEBMOHUK
TsiKesioro TeyeHus: B pamkax COVID-19 [54].

/! R EVIEWS

3akioueHue

[Mangemuss COVID-19 mnpeactaisieT co0oif He TOJbKO
Ype3BbIYAITHYIO0 CUTYAIIUI0 B MUPOBOM 3IpaBOOXPAaHEHUU, HO U
BaXXHEUIIN (HaKTOp TI00aTbHO-MUCTOPUICCKUX ITPOIIECCOB,
KOTOPBIi, HECOMHEHHO, U3MEHUT OTHOIIIEHWEe MHOTUX JIIOJei
K pealibHO# AecTBUTEIbHOCTU. JlaHHasi mpobsiieMa 4pe3Bbl-
yaitHO akTyayibHa st 0oJabHbIX MBP3 ¢ yuetom nx 6osiee BbI-
COKOIf TTOABEPXKEHHOCTU MHGbEKIIMOHHOMY Tiporieccy. [Tpume-
HeHue BITBIT u 'MBII noBeliiiaeT 4acToTy cepbe3HbIX UH(DEK-
Wi, HO HEJOCTATOUHBIN KOHTPOJb akTuBHOCTH MBP3 (unu
€ro OTCYTCTBHUE) SBJISIETCS elile 0obIIuM (paKTOPOM PUCKa NH-
(bekunoHHBIX ocnoxHeHuil. CaemnoBaTesibHO, HYKHO OOBSIC-
HATb 00JbHBIM MUBP3 Heo0XoamMoCTh NMpOAOIKEHUsI MaTore-
HETUYECKOU Tepanuu aaxe Bo BpeMs Bcrbiiiek COVID-19.
DTa cTparerus BIIOJTHE ONpaBIaHHA, MTOCKOJIbKY OHa HaIlpaB-
JIeHa TJIaBHBIM 00pa3oM Ha MpeIoTBpalleHre PeluInBoB (ho-
HoBbiXx MBP3, uTo moBneyeT 3a coboli CHUXKEHUE Yrciia obpa-
LIEHUI 32 MEIULIMHCKOI MOMOILbIO, YMEHbILIEHUEe UHBATUIH -
3allMY U TTOBbIILIEHUE KAYeCcTBa XKU3HU MaureHToB. Kpome To-
TO, B COBPEMEHHBIX YCIOBUSIX CYIIECTBEHHO BO3pacTaeT pojb
BaKIIMHAILIMY, B TIEPBYIO OYepeab MPOTUB TPUTITIA U TTHEBMO-
KOKKOBOI MH(EKIINHU, MTOCKOIbKY y 00abHBIX MBP3 puck ne-
TaJbHBIX MCXOJIOB OT MH(MEKIIMA AbIXaTeJbHBIX MyTeil MOCTa-
TOYHO BBICOK, UYTO BECbMa aKTyaJbHO B YCJIOBMSX TEKYIIEi
nanaemun COVID-19. Takxke upe3BblYaliHO BaXHO MOIYEPK-
HYTh HEOOXOIMMOCThH THIATEJILHOTO COOJIIOMEHUSI TIPOTHUBO-
SMUIEMUYECKOTO pexkuMa U TpeOoBaHWI HecrennbuiecKoi
MpoPUIAKTUKKA KaK Ha WHAWBUIYyAJIBHOM, TaK U Ha KOJIICK-
TUBHOM ypoBHe. Bce ckazaHHoe TpeOyeT B3BellIEHHBIX, 000C-
HOBAaHHBIX U COTJIACOBAHHBIX NE€WUCTBMU Bpauyel BceX CMELM-
aJIbHOCTEM, a TakXke OOLIecTBa B LIEJIOM.

1. Lu R, Zhao X, LiJ, et al. Genomic char-
acterization and epidemiology of 2019 novel
coronavirus: implications for virus origins and
receptor binding. Lancet. 2020 Feb 22;
395(10224):565-74. doi: 10.1016/S0140-
6736(20)30251-8

2. Xu X, Chen P, Wang J, et al. Evolution of
the novel coronavirus from the ongoing
‘Wuhan outbreak and modeling of its spike
protein for risk of human transmission. Sci
China Life Sci. 2020 Mar;63(3):457-60.

doi: 10.1007/s11427-020-1637-5

3.Zhao Y, Zhao Z, Wang Y, et al. Single-cell
RNA expression profiling of ACE2, the puta-
tive receptor of Wuhan 2019-nCov. Biorxiv.
2020;2020(1):26.919985. doi: 10.1101/
2020.01.26.919985

4. Mehta P, McAuley DF, Brown M, et al.
COVID-19: consider cytokine storm syn-
dromes and immunosuppression. Lancet.
2020;395(10229):1033-4. doi: 10.1016/
S0140-6736(20)30628-0.

5. Seguin A, Galicier L, Boutboul D, et al.
Pulmonary involvement in patients with
hemophagocytic lymphohistiocytosis. Chest.
2016 May;149(5):1294-301. doi: 10.1016/
j.chest.2015.11.004. Epub 2016 Jan 13.

6. Liu T, Zhang J, Yang Y, et al. The potential
role of interleukin 6 in monitoring severe case
of coronavirus disease. medRxiv; 2020.

Coepemennas peemamonoeus. 2020;14(2):110—116

doi: 10.1101/2020/03/01/20029769

7. Gao Y, Li T, Han M, et al. Diagnostic utili-
ty of clinical laboratory data determinations
for patients with the severe COVID-19. J Med
Virol. 2020 Mar 17. doi: 10.1002/jmv.25770.
[Epub ahead of print]

8. Au K, Reed G, Curtis JR, et al. High dis-
ease activity is associated with an increased
risk of infection in patients with rheumatoid
arthritis. Ann Rheum Dis. 2011 May;70(5):
785-91. doi: 10.1136/ard.2010.128637.

Epub 2011 Feb 2.

9. Accortt NA, Lesperance T, Liu M, et al.
Impact of sustained remission on the risk of
serious infection in patients with rheumatoid
arthritis. Arthritis Care Res (Hoboken). 2018
May;70(5):679-84. doi: 10.1002/acr.23426.
Epub 2018 Mar 11.

10. Monsackas MB. [THeBMOHUS y MalvieH-
TOB C PEBMaTUUECKMMU 3a00I€BAaHUSIMU: Ya-
CTOTa BCTPEYaEMOCTH, KIIMHUYECKasl KapTu-
Ha, (pakTopbl pucka. ABroped. 1UCC. ... KaH/.
Mmen. HayK. Mockaa; 2009. 24 c.

[Polyanskaya MV. Pneumonia in patients
with rheumatic diseases: incidence, clinical
presentation, risk factors. ABroped. aucc. ...
KaHa. Mej. sci. Moscow; 2009. 24 p.]

11. Zhang J, Zeng H, Gu J, et al. Progress
and Prospects on Vaccine Development
against SARS-CoV-2. Vaccines (Basel). 2020;

8(2):E153. doi:10.3390/vaccines8020153

12. EULAR Guidance for patients COVID-19
outbreak. Available from: https://www.eular.
org/eular_guidance_for_patients_covid19_ou
tbreak.cfm

13. Furer V, Rondaan C, Heijstek MW, et al.
2019 update of EULAR recommendations for
vaccination in adult patients with autoim-
mune inflammatory rheumatic diseases. Ann
Rheum Dis. 2020 Jan;79(1):39-52.

doi: 10.1136/annrheumdis-2019-215882.
Epub 2019 Aug 14.

14. Fang L, Karakiulakis G, Roth M. Are
patients with hypertension and diabetes mel-
litus at increased risk for COVID-19 infec-
tion? Lancet Respir Med. 2020 Apr;8(4):e21.
doi: 10.1016/S2213-2600(20)30116-8.

Epub 2020 Mar 11.

15. Kapatees AE, Haconos EJI, Jluna AM.
BroizbiBatot iu HITBII cnienmduueckue oc-
JIOKHEHUSI TIPY KOPOHABUPYCHOM MHMEKIINH
COVID-19? HayuHo-TipakTruecKasi peBMa-
tosorust. 2020.

[Karateev AE, Nasonov EL, Lila AM. Do
NSAIDs cause specific complications in
COVID-19 coronavirus infection? Nauchno-
prakticheskaya revmatologiya = Rheumatology
Science and Practice. 2020. (In Russ.)].
Available from: https://rheumatolog.su/
media/media/2020/04/03/ npr_2020_2.pdf

114



COBPEMEHHAA PEBMATONOTIHWA N2°20

16. Kim SY, Chang YJ, Cho HM, et al. Non-
steroidal anti-inflammatory drugs for the
common cold. Cochrane Database Syst Rev.
2015 Sep 21;(9):CD006362. doi: 10.1002/
14651858.CD006362.pub4

17. Lanas A, McCarthy D, Voelker M, et al.
Short-term acetylsalicylic acid (aspirin) use
for pain, fever, or colds — gastrointestinal
adverse effects: a meta-analysis of random-
ized clinical trials. Drugs R D. 2011 Sep 1;
11(3):277-88. doi: 10.2165/11593880-
000000000-00000

18. Lee BH, Inui D, Suh GY, et al.
Association of body temperature and
antipyretic treatments with mortality of criti-
cally ill patients with and without sepsis:
multi-centered prospective observational
study. Crit Care. 2012 Feb 28;16(1):R33.

doi: 10.1186/cc11211

19. Voiriot G, Philippot Q, Elabbadi A, et al.
Risks Related to the Use of Non-Steroidal
Anti-Inflammatory Drugs in Community-
Acquired Pneumonia in Adult and Pediatric
Patients. J Clin Med. 2019 Jun 3;8(6). pii:
E786. doi: 10.3390/jcm8060786

20. Drewry A, Ablordeppey E, Murray E,

et al. Antipyretic Therapy in Critically I11
Septic Patients: A Systematic Review and
Meta-Analysis. Crit Care Med. 2017 May;
45(5):806-13. Published online 2017 Apr 14.
doi: 10.1097/CCM.0000000000002285

21. Schenfeld J, Iles J, Trivedi M, Accortt NA.
Dose relationship between oral glucocorti-
coids and tumor necrosis factor inhibitors and
the risk of hospitalized infectious events
among patients with rheumatoid arthritis.
Rheumatol Int. 2017 Jul;37(7):1075-82.

doi: 10.1007/s00296-017-3679-4.

Epub 2017 Mar 2.

22. Ni YN, Chen G, Sun J, et al. The effect
of corticosteroids on mortality of patients
with influenza pneumonia: a systematic review
and metaanalysis. Crit Care. 2019 Mar 27;
23(1):99. doi: 10.1186/s13054-019-2395-8
23. World Health Organization. Clinical
Management of Severe Acute Respiratory
Infection When Novel Coronavirus (2019-
nCoV) Infection is Suspected: Interim
Guidance. 2020.

24. Haconos EJI, Jluna AM, Masypos BU,
u 1p. Koponasupychast 601e3ub 2019
(COVID-19) 1 uMmMyHOBOCTIATUTENbHbIE
(ayTOMMMYHHbI€) peBMaTUYECKUEe 3a00sieBa-
naust. [IpoekT pekomenmanuii Ob1epoccuii-
CKOI1 0OI1IeCTBEHHOI OpraHu3aluu «Acco-
uMaLus peBMarosaoros Poccum».

[Nasonov EL, Lila AM, Mazurov VI, et al.
Coronavirus disease 2019 (COVID-19) and
immuno-inflammatory (autoimmune) rheu-
matic diseases. Draft recommendations of the
all-Russian public organization «Association
of rheumatologists of Russia».]. Available
from: https://rheumatolog.ru/sites/default/
files/klinicheskie rekomendacii_koronavirus-
naya_bolezni_i_rz_poslednyaya_versiya_0.pdf
25. Dirven L, Huizinga TW, Allaart CF. Risk
factors for reported influenza and influenza-

115

like symptoms in patients with rheumatoid
arthritis. Scand J Rheumatol. 2012;41(5):
359-65. doi: 10.3109/03009742.2012.670729
26. Bello SL, Serafino L, Bonali C, et al.
Incidence of influenza-like illness into a
cohort of patients affected by chronic inflam-
matory rheumatism and treated with biologi-
cal agents. Reumatismo. 2012;64(5):299-306.
doi: 10.4081/reumatismo.2012.299

27. Monti S, Balduzzi S, Delvino P, et al.
Clinical course of COVID-19 in a series of
patients with chronic arthritis treated with
immunosuppressive targeted therapies. Ann
Rheum Dis. 2020 May;79(5):667-8.

doi: 10.1136/annrheumdis-2020-217424

28. Keyaerts E, Vijgen L, Maes P, et al.

In vitro inhibition of severe acute respiratory
syndrome coronavirus by chloroquine.
Biochem Biophys Res Commun. 2004 Oct §;
323(1):264-8.

29. Paton NI, Lee L, Xu Y, et al. Chloroquine
for influenza prevention: a randomised, dou-
ble-blind, placebo-controlled trial. Lancet
Infect Dis. 2011 Sep;11(9):677-83.

doi: 10.1016/S1473-3099(11)70065-2.

Epub 2011 May 5.

30. Roques P, Thiberville SD, Dupuis-
Maguiraga L, et al. Paradoxical effect of
chloroquine treatment in enhancing chikun-
gunya virus infection. Viruses. 2018 May 17;
10(5). pii: E268. doi: 10.3390/v10050268

31. Vincent MJ, Bergeron E, Benjannet S,

et al. Chloroquine is a potent inhibitor of
SARS coronavirus infection and spread. Virol
J. 2005 Aug 22;2:69.

32. Devaux CA, Rolain JM, Colson P,
Raoult D. New insights on the antiviral
effects of chloroquine against coronavirus:
what to expect for COVID-19? Int J
Antimicrob Agents. 2020 Mar 12:105938.

doi: 10.1016/j.ijjantimicag.2020.105938.
[Epub ahead of print].

33. Savarino A, Trani LD, Donatelli I, et al.
New insights into the antiviral effects of
chloroquine. Lancet Infect Dis. 2006 Feb;6(2):
67-9.

34. Chen Z, Hu J, Zhang Z, et al. Efficacy of
hydroxychloroquine in patients with COVID-
19: results of a randomized clinical trial.
medRxiv. 2020. doi: 10.1101/2020.03.22.
20040758

35. Gao J, Tian Z, Yang X. Breakthrough:
chloroquine phosphate has shown apparent
efficacy in treatment of COVID-19 associated
pneumonia in clinical studies. Biosci Trends.
2020 Mar 16;14(1):72-3. doi: 10.5582/bst.
2020.01047. Epub 2020 Feb 19.

36. Yao X, Ye F, Zhang M, et al. In vitro
antiviral activity and projection of optimized
dosing design of hydroxychloroquine for the
treatment of severe acute respiratory syn-
drome coronavirus 2 (SARS-CoV-2). Clin
Infect Dis. 2020 Mar 9. pii: ciaa237. doi:
10.1093/cid/ciaa237. | Epub ahead of print|
37. Cortegiani A, Ingoglia G, Ippolito M,

et al. A systematic review on the efficacy and
safety of chloroquine for the treatment of

0b 3 0PGODB/REVIEWS

COVID-19. J Crit Care. 2020;S0883-
9441(20)30390-7. doi: 10.1016/j.jcrc.2020.03.005
38. Ferner RE, Aronson JK. Chloroquine and
hydroxychloroquine in covid-19. BMJ. 2020;
369:m1432. doi:10.1136/bmj.m1432
39. Shah S, Das S, Jain A, et al. A systematic
review of the prophylactic role of chloroquine
and hydroxychloroquine in Coronavirus
Disease-19 (COVID-19) [published online
ahead of print, 2020 Apr 13]. Int J Rheum
Dis. 2020 Apr 13. doi: 10.1111/1756-185X.
13842. [Epub ahead of print]
40. Shakoory B, Carcillo JA, Chatham WW,
et al. Interleukin-1 Receptor Blockade Is
Associated with Reduced Mortality in Sepsis
Patients with Features of Macrophage
Activation Syndrome: Reanalysis of a Prior
Phase I1I Trial. Crit Care Med. 2016;44(2):
275-281. doi: 10.1097/CCM.0000000000001402
41. Xu X, Han M, Li T, et al. Effective treat-
ment os severe COVID-19 patients with
tocilizumab. ChinaXiv: 20200300026. 2020.
42. Tocilizumab vs CRRT in Management of
Cytokine Release Syndrome (CRS) in
COVID-19 (TACOS). Available from: https:
//clinicaltrials.gov/ct2/show/NCT04306705
43. Tocilizumab in COVID-19 Pneumonia
(TOCIVID-19) (TOCIVID-19). Available
from: https://clinicaltrials.gov/ct2/show/
NCT04317092
44. Tocilizumab to Prevent Clinical
Decompensation in Hospitalized, Non-criti-
cally Il Patients With COVID-19 Pneumonitis
(COVIDOSE). Available from: https://clini-
caltrials.gov/ct2/show/NCT04331795
45. Evaluation of the Efficacy and Safety of
Sarilumab in Hospitalized Patients With
COVID-19. Available from: https://clinical-
trials.gov/ct2/show/NCT04315298
46. BpeMeHHbIe METOINYECKIE PEKOMEH IA-
unu. [Ipodunakruka, IMarHOCTUKA U Jieye-
HIE HOBOW KOPOHABUPYCHOW MH(BEKIII
(COVID-19). Bepcus 5 (08.04.2020)
[Temporary guidelines. Prevention, diagnosis
and treatment of new coronavirus infection
(COVID-19). Version 5 (08.04.2020)].
Available from: https://www.rosminzdrav.ru/
ministry/med_covid19
47. «P-®apm» zanyctun KM npenapatos ot
KOPOHaBUPYCHON MH(MEKLINH.
[«R-Pharm» launched clinical trials of drugs
for coronavirus infection.]. Available from:
https://vademec.ru/news/2020/04/06/r-farm-
nachal-klinicheskie-ispytaniya-dvukh-svoikh-
preparatov-ot-koronavirusnoy-infektsii/
48. Hoffmann M, Kleine-Weber H,
Schroeder S, et al. SARS-CoV-2 Cell Entry
Depends on ACE2 and TMPRSS2 and Is
Blocked by a Clinically Proven Protease
Inhibitor. Cell. 2020 Apr 16;181(2):271-80.e8.
doi: 10.1016/j.cell.2020.02.052
49. Lu R, Zhao X, LiJ, et al. Genomic char-
acterization and epidemiology of 2019 novel
coronavirus: implications for virus origins and
receptor binding. Lancet. 2020;395(10224):
565-74. doi: 10.1016/S0140-6736(20)30251-8
50. Bekerman E, Neveu G, Shulla A, et al.

Coepemennas peemamonoeus. 2020;14(2):110—116



COBPEMEHHAA PEBMATONOTIWA N2°20

0b3 0PGB/REVIEWS

Anticancer kinase inhibitors impair intracel-
lular viral trafficking and exert broad-spec-
trum antiviral effects. J Clin Invest. 2017;
127(4):1338-52. doi: 10.1172/JCI89857

51. Richardson P, Griffin I, Tucker C, et al.
Baricitinib as potential treatment for 2019-
nCoV acute respiratory disease. Lancet.
2020;395(10223):e30-e31. doi: 10.1016/

S0140-6736(20)30304-4

52. Virtanen A, Haikarainen T, Raivola J,
Silvennoinen O. Selective JAKinibs:
Prospects in Inflammatory and Autoimmune
Diseases. BioDrugs. 2019;33(1):15-32.

doi: 10.1007/540259-019-00333-w

53. Kelesidis T, Mastoris I, Metsini A,
Tsiodras S. How to approach and treat viral

IMoctynuna/oTperieH3upoBaHa/IPUHAITA K TleYaTu

Received/Reviewed/Accepted
17.04.2020,/27.04.2020,/5.05.2020

assienne o koHdmkTe uarepecos/Conflict of Interest Statement

HccnenoBaHue He MMeEJIO CIIOHCOPCKOM TMOAAEPXKKU. KOHMIMKT MHTEPECOB OTCYTCTBYET. ABTOPBI HECYT IMOJIHYIO OTBETCTBEH-
HOCTb 32 TPEIOCTaBlieHe OKOHYATETbHOM BEpCUM PYKOTIMCH B TieuaTh. Bce aBTOPHI MPUHMMAIN ydacTe B pa3paboTKe KOHIICTIIINT
CTaThU U HAaMMCcaHUM pykorucu. OKoHYATeIbHAsT BEPCUST PYKOMCH ObUTa 0100peHa BCeMU aBTOpaMu.

infections in ICU patients. BMC Infect Dis.
2014 Nov 28;14:321. doi: 10.1186/1471-
2334-14-321

54. Favalli EG, Biggioggero M, Maioli G,
Caporali R. Baricitinib for COVID-19: a suit-
able treatment? Lancet Infect Dis. 2020 Apr 3.
pii: S1473-3099(20)30262-0. doi: 10.1016/
S1473-3099(20)30262-0. [Epub ahead of print]

The investigation has not been sponsored. There are no conflicts of interest. The authors are solely responsible for submitting the
final version of the manuscript for publication. All the authors have participated in developing the concept of the article and in writing

the manuscript. The final version of the manuscript has been approved by all the authors.

benos B.C. https://orcid.org/0000-0001-7091-2054
Kaparees A.E. https://orcid.org/0000-0002-1391-0711

Coepemennas peemamonoeus. 2020;14(2):110—116

116



