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COVID-19 — cerogHs

* BbICOKad BapVIa6eJ'IbHOCTb TeyeHnsa 3aboneBaHnsa U BHENETOYHbIX OCIIOXHEHNN

’ -

* BbICOKas BEPOSATHOCTb TSXKESbIX KIMMHNYECKNX OCNOXHEHUA U UCXOO0B
* CYLLECTBEHHOE BNUSIHNE Ha MPOrHO3 CONYTCTBYIOLLMX 6ONe3Hen 1 0CNOXXHEHWI

* HEeOQOoCTaTOYHOCTb UK OTCYTCTBUE AoKa3aTeribHOW 0a3bl «3TUOTPOINMHONY U
naToreHeTUn4YecKon Tepanun

* Yype3MepHoe NpUMEHEHNE aHTUDaKTepuanbHOM Tepanmm Ha amoynaTopHOM 3Tane
* wmnpokoe off-label npumeHeHne, «akcrnepmmMmeHTarnbHoe fie4eHne»

* MocTynaTernbHOEe MosiBNieHMe HOBOW MHAOpPMaLMK N3MEHSIET NOAXOAb! K AUarHOCTUKE U
Tepanuu
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OCHOBHbIe CcTpaTernyeckKkme HanpaBreHus
neyeHus nauumeHtoB ¢ COVID-19
BKJ1HOYalOT:

npsasMoe nogaBrieHne CNoCoOOHOCTM BUpYyCca K pennnkauum
nogasrieHUe MOLHOW BocnanuTesibHOU peakuuu B OTBET Ha AeucTBue Tpurrepa — Bupyca
yCTpaHeHue runepkoarynsaumm, MMKpo- U Makpo-Tpomob030B.

npepynpexaeHue nporpeccupoBaHns UNN CMArYeHMe BTOPUYHbIX NOCNeaACTBUN, OpPraHHbIX
NOoBpPEeXAEeHUU N OCITOXKHEHUN, Bbi3BaHHbIX MHdekumen COVID-19

noaaepxxaHme PyHKLUU XXN3HEHHO BaXXHbIX OPraHoB NPU pa3BUTUU OCJTIOXKHEHUN UH(eKUnn
COVID-19 u KpUTU4YeCKUX COCTOAHUMN

CUHAPOMallbHbIE Q)apmal(onomqecxwe, ncuxos@iornyeckmne m nCnxmaTpmnieckKkume
BMelWaTernbCTBa

CDC. 2019 Novel Coronavirus, Wuhan, China: Prevention & Treatment. CDC. Available at https://www.cdc.gov/coronavirus/2019-ncov/about/prevention-treatment.html. January 26, 2020;
Accessed: January 27, 2020 .
C.®.baruenko, B.B.Paccoxun, H.A.bemsikos,E.B.boea, E.b.fIctpeboBa KoponaBupycHast ungexuuss COVID-19. Jleuenune u npopuiaaxkruka. 2020.
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Benennne naummeHtTos c COVID-19

BpemeHHbIe peKkoOMmeHOaumm "Gy, BcemupHas opraHuMsauus
27 masa 2020 -9 Y 3npaBooxpaHeHus

12. [[poTUBOBUpPYCHbIE Npenaparbl, UMMYHOMOAYNATOPLI U Apyrue
aonofHUTeNnbHbIe MeToAbl NedyeHusa COVID-19

He pekomeHOyeTcA nNpUMeHATb cregylwllive npenapaTtel ANA JevyeHUa WU NPoOPUNaKTUKK
COVID-19, BHe paMOK KITMHNYECKUX UCTbITAHWUM:

e [IpoTnBOBUPYCHE
m JlonuHasup/puToHasup
m Pempecusup
m  YMudpeHoBup
m  Dasunupasup
e VIMMyHOMOOYNATOPLI, BKIKOYAsA, HO HE OrpaHUYMBasCh:
m Toymnusymab
m WHTepdepoH-B-1a

e Tepanuio NnNasmon KpoBM. s !



Benernvie nauvmeHtToe c¢c COVID-19

BpeMeHHble PexKkovmeHgauvinm 7 » BceMmupHas opraHusauus
27 massa 2020 &% Y 3npasooxpaHenus

[ocTyn K TOMy UnK WUHOMY UCCreayeMOMY MpenapaTy BHE paMOK KIMHWUYECKUX UCTbITAHUA BO3MOXEH NpH
CODMNIAEHUN creyrwmux Kputeprues: 1) He CyLLecTBYeT ApYroro A4okasaHHoro ahdeKTUBHOO NeyeHns; 2)
HEBO3MOXHO HeMeOneHHO HauaTb  KNWHWYEecKoe uccnegoBaHue;, 3)cornmacHo  nabopaTopHbIM
uccregoBaHMAM UMM UCCNEQOBaHUAM  Ha  KMBOTHbIX AOCTYMHbl  [aHHble, MOAAEPKUBAIOLME
ahpeKTMBHOCTL U Oe3onacHOCTb BMellaTenbCTBa, a Takke WCMOMb30BaHWE BMeLlaTeNbCTBA BHE
KIMHUYECKUX UCMbITaHUMA  ObINO  NPeanoXeHo COOTBETCTBYIOLMM  KBaNUMUUMPOBaHHBIM  Hay4HbIM
KOHCYMNbTaTUBHLIM KOMUTETOM Ha OCHOBE OnaronpuATHbIX Pe3ynbTaToB OLEHKU COOTHOLUEHWS pucka U
nonb3abl; 4) oduumaneHele opraHbl CTpaHbl, a TakKe KBanuUUMPOBAHHBIN KOMUTET MO 3TUKE 0400punu
TaKkoe WCMoMb30BaHUE, O) UMEKTCA [JOCTATOYHbIE pecypcbl ANA MUHUMU3aLMW puckos; 6) nonyyeHo
WHMOPMUPOBAHHOE cornacue nauueHTa; 7) 3KCTPEHHOE UCMONb30BaHNe BMeLlaTenbCTBa OTCNEeXUBaAETCS,
a pesynbTaTbl JOKYMEHTUPYIOTCA W CBOEBPEMEHHO NEPefalnTCs WUPOKOMY MEOULMHCKOMY W HayYHOMY
coobuyectsy (133).

133. Off-label use of medicines for COVID-19. Scientific brief. Geneva: World Health Organization; 2020
(https://'www.who.int/news-

room/commentaries/detail/off-label-use-of-medicines-for-covid-19, accessed 18 May 2020).




'mopokcnxnopoxuH, XnopoxumH, MednoxumH

* MexaHuzm gencTBuA NPOTUBOMANSPUNHLIX NpenaparoB rnpu BUPYCHbIX 3aboneBaHnAax
HeOOCTaTOYHO U3Yy4YeH, onybnunkoBaHbl psid UCCredoBaHUM O BO3MOXHbLIX BapuaHTax BO34ENCTBUA.
Hapagy ¢ aHTuManapumnHseiM U UMMYHOMOAYUPYHOLWNUM U MPOTUBOBOCNANUTESIbHbIM
achchekTamMmm NPoaEMOHCTPUPOBaAHA CMOCODHOCTbL aMUHOXMHONMHOBLIX NpenapaTtoB NogaBnsTh
pasBuTMeE rpMbKOBON U BUPYCHOW MHADEKLIMK, B TOM Yncne wunpokoro cnektpa PHK-conepxkawmx
BUpPYCOB, BUpyca ummyHoaeduumuta yenoseka, SARS-CoV-1.

* B nccnepoBaHuax in vitro: npoTMBOBUPYCHast aKTUBHOCTb XINOPOXMHa/
rMOpPOKCUXNOpOoXmnHa/mednoxmHa peanmayeTtcs Yepes yBenudeHne saHgocomansHoro pH, 4to
NPENATCTBYET CINAHUIO BUPYCa C KNETKON, a TakKe 3a CYET BIIMSHUA Ha NPOLECChI
[MNKO3UITMPOBaHNA PELIENTOPOB, TakuM 06pa3om BNokupyeTca NPOHNKHOBEHWE BUPYCaA B KIETKY U
ero pennukauus.

Cortegiani A, lIppolito M, Ingoglia G et al. Chloroquine for COVID-19: rationale, facts, and hopes. Crit Care 2020; 24:210.
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KombunHauua ¢ npenapataMmu LMHKaA
(75-100 Mmr/cyT (aueTaT, rnOKOHAT
UMY NUKONNHAT) ycunmneaer
NPOTUBOBUPYCHbIWU,
MMMYHOMOAYNUPYOLLUA U
NpoTUBOBCHANUTENBHLIN 3AMEKTHI

te Velthuis AJ, van den Worm SH. Zn2+ inhibits Coronavirus and Arterivirus RNA polymerase activity In Vitro and
Zinc ionophores block the replication of these viruses in cell culture. PLos Pathog 2010; 6:e1001176.

Hemila H. Zinc lozenges and the common cold: a meta-analysis comparing zinc acetate and zinc gluconate, and the role of zinc
dosage. J Royal Soc Med Open 2017; 8:1-7.

Singh M, Das RR. Zinc for the common cold. Cochrane Database of Syst Rev 2013; 6:CD001364.

Hoeger J, Simon TP, Beeker T et al. Persistent low serum zinc is associated with recurrent sepsis in critically ill patients - A pilot
study. PloS ONE 2017; 12:e0176069.
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BO3 npekpartuna Hay4Hble
¥°% U3bICKAHMA B rpynne rneyvyeHud
rTMOPOKCUXITIOPOXMHOM B paMKax
nccrnepoBaHus 3¢ hEeKTUBHDbIX
npenapartoB ana 6opbbbl ¢ COVID-
f;l%ﬂ"ﬂ COVID- 19«SoI|dar|ty»' o 19 «Solidarity» B cBfi3an ¢ Tem, 4YTo
3 NPUMEHEeHue TruapoKCUXIIOPOXUHa
He TnpuUBOOUNO K COKpaLUeHUIo
CMEepPTHOCTHU cpeaoum
rocnMtTariu3aMpoBaHHbIX NMauMeHTOB
c COVID-19 no cpaBHeHuUWO CO
CTaHA4apPTOM OKa3aHMS NOMOLLM.




MIHICTIPCTBA MUHHUCTEPCTBO

AXOBBI 3,JIAPOS"H 3APABOOXPAHEHHA
POCHYBJIKI BEJAPYCH PECIIYBJIUKH BEJAPYCH
3ATAl [TPUKA3
ig.jﬁ.g&'ﬁ]‘@ 22Qé
r. Minck : r. Musck

11.1. Ilpu JleyeHHUHU MAUHUEHTOB CO CpeJdHEeTsI’)KeJILIMH H TsKeJbIMU
dopmMmamMu BHeOONBLHHYHON NMHeBMOHMHM ¢ UHpexkumeii COVID-19 B
CTAUHMOHAPHBLIX YCJOBHSAX, ¢ Y4Y€TOM COINYTCTBYHIUNHX 3a0o/1eBaHUM,
Ha3HAYaAKTCH:

I mapokcuxnopoxuH 200 mr, mo 1 1ab. 2 paza B cyrku 6-10 nHel
rnepopajlbHO;

AnerepHaTHBOM [ HAPOKCHUXITOpPOXHUHY sABJIAsieTcss XJiopoxuHa docdar
250 Mmr, nno 2 Tadb. 2 pasza B cyTku O OHel, Ha3zHa4dYaeMblidi B peXXHuMe
MOHOTeparnuu (0e3 asuTpOMHUIIMHA).

o 1mepBoro mnpHeMa Ha3HAYEeHHOTOo JIeKapCTBEHHOI'O cpencTBa
I'mapoKcuXITOpOoXUH/XJITOPOXHUH IIallMeHTyY ocylaecTtBisiercss IDKI' ¢ uensro
KOHTPOJISI 3a JHHAMHKOH KOppHUrHpOBaHHOIO HuHTepBayna Q1Tc U onepaTUBHOroO
YCTPaHEHHUs IIPUYHH, BEI3BABIIIUX HApPYILEeHHUE MPOBOAHUMOCTH.



Hasnauenue nexapcTBEHHBIX CpeacTB [ APOKCUXIOpOXHHA/ XNOPOXHMHA
Gocpar ang neverns uedekunn COVID-19 ocywecteaserca nocpeacTsom
MPOBEJCHUS BPaucOHOTO KOHCHAMYMA, ¢ MHOOPMMPOBAHHBIM COIJIACHEM
MALMeHTa WM €10 3aKOHHBIX NpeAcTaBUTeNel (MPUIOKEHHE T HACTOSLIUX
PekoMeHJaUMH), €O CTPOrMM  KOHTpOJeM  O30MacHOCTH  JMEYEHHs.
HeoOX0anMO y4ecTh PUMEHERHE Y NALMEHTa HHBIX JIEKAPCTBEHHBIX CPEICTB,
yauasiomux uHrepsan QT (B TOM yHcse, MakpOIMAHBIX aHTHOHOTHKOB —
KIQPUTPOMUIIMH, Q3UTPOMULMH M PECIUPATOPHBIX  (TOPXMHOIOHOB -

JeBO(IIOKCALMH, MOKCH(IOKCAUMH) M 0DECIEUHTh KOHTPOTb MOKasaTe/eH
KaJIusl B OMOXHMHYECKOM aHAH3e KPOBH.
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° q)aKTOpr PUCKa apMTMMﬁ: rmnoKannemMmumsd, rminoMmarHmeMusA, Jimxopagaka 1
CUCTeMHoOe BoOcCrlraJsieHue

PekoMeHOOBAaHO:

* BO3[EPXMBATbCHA OT HA3HA4YEHNSA B CIydasiXx C UCXOAHbIM yanMHeHneM nHtepeana QT
UM C U3BECTHBIM BPOXAEHHBIM CUHOPOMOM yaAnuHeHus QT;

* KOHTPONMPOBaTb cepaeYHbIn PUTM N MHTepBan QT U OTMEHSATb MMAOPOKCUXITOPOXUH U
asutTpomumumH, ecnn QTc npesbiwaeT 500 mc;

* KOppeKkTupoBaTb rmnokanuemMuio 4o ypoBHen 6onee 4 Make/n U runoMarHMeMuto oo
YPOBHSA Bonee 2 mr / an; a Takke naderatb Apyrux npenapaTtos, NPONOHIMPYHOLLMX
QTc, Korga 310 BO3SMOXHO.

[MpepoTBpaTUTL NMMNOMarHMeMuiro (Kotopasi ysenmynBaeT LMTOKUMHOBBLIW LUTOPM U
npoanesaet QT). (noaoaepxmBaTtb Mg ot 2,0 oo 2,4 mmons / n).

Roden D.M., Harrington R.A., Poppas A., Russo A.M. Drug Interactions on QTc in Exploratory COVID-19 Treatment. Downloaded from http://ahajournals.org by on
April 15, 2020.
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* [1o COBOKYMHOCTM AaHHbIX UCCreaoBaHMN MaKCUMarbHasA Nonb3a NPUMeHeHUs
rMAPOKCUXITIOPOXUHA - HA PAHHUX cTaausix 3aboneBaHusA, B T.4. PN HaNU4YnMM dakToOpoB pUcka
HebnaronpuATHOrO TeYEHUsSI KOPOHABUPYCHOM NHADEKLINIA:

* go3pacm cmapuwe 60 siem, caxapHbilU duabem, MOop6UOHOe OXXupeHue, XPOHUYECKUe
cepdeYyHo-cocyoducmsbie 3abosiesaHusi ¢ cepo0evyHoU HedoCcmamo4YHOCMbIO, XPOHUYECKUe
3abosieeaHus s1e2Kux, OHKosio2u4yeckue 3abosieeaHusi, UMMYHOCYIPECCUs].

* Ha3sHayeHMe JOMKHO OCYLLEeCTBNATLCA NOCPEeACTBOM NpoBeAeHUsA Bpa4yeObHOro KoHCunuyma
U npu obsa3atesibHOM HafIM4Mm NHHOPMMUPOBAHHOIO COrnacus nauueHTa Ui ero 3aKoOHHbIX
npeacraButenien, U Npu ycrioBUM BO3MOXHOCTU NpoBeAeHU MOHUTOPUPOBaAHUA
Ge3onacHocTHn




TPWU oCHOBHbLIX NaTONOrM4YecKnX npoLecca NPMBOANAT K
nonuopraHHon Hepgoctato4yHocTu n cmeptu npu COVID-19:

'MnepBocnaneHune («UMTOKMHOBBLIN LUTOPM») - 3TO HapyLLEeHUe perynaunm MMMyHHOW CUCTEMBI,
KIETKM KOTOPOU NPOHUKAKOT KU NOBPeXaaT MHOXECTBO OpraHoB, @ MMEHHO JIerkmx, Novek n cepaua

B HacTosee BpeMsl LLMPOKO pacnpocTpaHeHO MHEHUE, 4To SARS-CoV-2 Bbi3biBAeT abeppaHTHYIO
aKTMBaUUo T-NMMMAOOLMTOB N Makpoaros, YTo NPUBOAMUT K «

fMnepkoarynauma (NoBbILLEHHAA CBEPTLIBAEMOCTL) - HApYyLLUeHNe perynsaymm MMMyHHOWU CUCTEMbI
noBpeXxaaeT 3HOOTENNN N aKTUBU3UPYET CBEPTLIBAEMOCTbL KPOBU, Bbi3biBasi 0bpa3oBaHME MUKPO- U
MaKpO-TPOMOOB. AKTUBaLIMA CBEPTbIBAHUS MOXET NPOUCXOANTb HEMOCPEACTBEHHO N3-3a
NOBbLILLEHHOW 3KCrpeccun doaktopa Xa, a Takke 3HOO0TeENManbHOro NoBpeXxaeHnsa ¢
BbICBODOXOEHMEM KPYMHbIX arperatoB dpaktopa BunnebpaHaa. 3Tn CrycTku KPOBM yXyaLlarT
KPOBOTOK.

Tsaxxenaa runokcemus (HU3KMA YPOBEHDb KMCNOPOAa B KPOBW) - BOCManeHne nerknx, BbIaBaHHOE
LILMTOKMHOBBLIM LUTOPMOM, BMECTE C MUKPOTPOMOO30M B MarioM Kpyre KpoBoobpalleHusi CeEpbe3HO
yXyALaEeT MorfoLeHne KUCropoaa, YTo NPMBOANT K HAPYLLEHUNIO OKCUTreHaLMN.

EVMS Critical Care COVID-19 Management Protocol 06-17-2020 | evms.edu/covidcare
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MHFMSMTOpr KMHa3 U NnpoBocnanuTenbHbIX

LUTOKMHOB B Tepanuun COVID-19

Knto4veBble LMTOKMHBI, 0DecnevmBatoLme rmnepsocnaneHnue y naymMeHToB
c COVID-19:

-1 n 1-6., MHOYyUUpPYHOT CUHTE3 peppUTUHA, BbICOKUA YPOBEHb,
kKoToporo accouunpytotca ¢ CAM/TTII n cmepTtHocTbhio naymeHToB ¢ COVID-19.

AHyc-knHasel (JAK — cemencTBo dhepMeHTOB) perynupyroT TPpaHCAYKLUUIO CUrHana
B UMMYHHbIE KNETKMW.

WHrmbnpoBaHue UMTOKUHOB U aKTUBHOCTU AHYC-KMHA3 UrpaeT
BaXXHYIO ponb B 6MOKUpPOBaHUN LLUTOKMHOBOIO LLUTOPMA.

Liu B. et al. Journal of autoimmunity 2020
Renu K, Prasanna PL, Valsala Gopalakrishnan A. Coronaviruses pathogenesis, comorbidities and multi-organ damage - A review. Life Sci.
2020;255:117839. doi:10.1016/j.1£s.2020.117839
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12. [[poTUBOBUpPYCHbIE Npenaparbl, UMMYHOMOAYNATOPLI U Apyrue
aonofHUTeNnbHbIe MeToAbl NedyeHusa COVID-19

He pekomeHOyeTcA nNpUMeHATb cregylwllive npenapaTtel ANA JevyeHUa WU NPoOPUNaKTUKK
COVID-19, BHe paMOK KITMHNYECKUX UCTbITAHWUM:

e XIOPOXWUH U TMMAPOKCUXITOPOXUH (+/- a3UTPOMULINH);

e [lpoTMBOBMpPYCHbIE NpenapaThl, BKIOYas, HO He OrpaHUYMBasiCh:
m JlonuHasup/puToHasup
m Pempecusup
m  YMudpeHoBup

/IMMYHOMOZYNATOPLI, BKMOYasA, HO HE OrPaHUYMBaNACh:
m Toymnusymab

m WHTepdepoH-B-1a
eDANNI0 NNa3MON KPOBM.
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Tocilizumab in Hospitalized Patients With
COVID-19 Pneumonia

Ivan Rosas, Norbert Briau, Michael Waters, Ronaldo C. Go, Bradley D. Hunter,

Sanjay Bhagani, Daniel Skiest, Mariam S. Aziz, Nichola Cooper, Ivor S. Douglas, Sinisa Savic,
Taryn Youngstein, Lorenzo Del Sorbo, Antonio Cubillo Gracian, David ). De La Zerda,
Andrew Ustianowski, Min Bao, Sophie Dimonaco, Emily Graham, Balpreet Matharu,
Helen Spotswood, Larry Tsai, Atul Malhotra

doi: https://doi.org/10.1101/2020.08.27.20183442

In this randomized placebo-controlled trial
in hospitalized COVID-19 pneumonia
patients, tocilizumab did not improve
clinical status or mortality. Potential
benefits in time to hospital discharge and
duration of ICU stay are being
investigated in ongoing clinical trials
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b 4
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tocilizumab

295" included
in safety
population

—

'

294 included in
mITT population
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population

I

144* included in
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43 (28%) discontinued
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to day 28




1.04 Median (35% Cl) days to improvement in 22 categories Pvalue
Tocilizumab: 14.0 (12.0 to 17.0)

Placebo: 18.0 (15.0 to 28.0) 0.0820
0.8

Proportion of patients with
Improvement in Ordinal Clincial Status

Treatment Group

— Placebo (n=144)
-= Tocilizumab (n=294)
+ Censored

Time (Days)
Patients remaining at risk
Placebo 144 144 135 130 115 109 99 88 82 73 69
Tocilizumab 294 294 275 248 216 189 169 148 137 124 118

Meanana BpeMeHN A0 BBIIVICKN M3 CTaliViOHapa npu
IIpyMeHeHUN ToIman3yMa0a Oblaa Ha 8 gHen
KOpoO4e, 4eM npu npmmeHennmu naameoo (20,0 n 28,0
COOTBeTCTBeHHO; HoMUHaAbHBIN P=0,037; oTHOIIEeHNE
puckos 1,35 [95% Au 1,02-1,79]). Meanana
IIPOAOAXKVTEAbHOCTY IIpeObIBaHMSI B OTAeAeHUN
VIHTeHCVIBHOVI Tepanuy Touan3yMmaoom Oblaa Ha
5,8 aHs1 KOpoue, ueM naare6o (9,8 u 15,5
COOTBETCTBeHHO; HoMMuHaAbHEI P=0,045). B rpymniie
0e301macHOCTH cepbe3Hble HeXXelaTeAbHble SIBAeHVIS
nMeant MecTo y 34,9% 13 295 nanyieHTOB B IpyIIIe
Toransymaoa n y 38,5% us 143 narmmeHTOB B

e e R

65
115

63 62 59
110 107 99
B

Proportion of patients with
Hospital Discharge

1.04 Median (95% Cl) days to improvement in =2 categories
Tocilizumab: 20.0 (17.0to 27.0)
Placebo; 28.0 (20.0 to NE)

0.84

Kaunmaeckmii craTtyc Ha 28-11 AeHb He Obla
CTaTUCTUYeCK! 3HAaUMMO YAyUIlleH AAsl

TOLMAM3yMa0a I10 CpaBHEHMIO C I11a11e00

(P=0,36). Meauana (95% Au) nops14K0BBIX
3HaueHu! ImKaAabl Ha 28-11 aeHb: 1,0 (1,0-1,0) aas

Tonuanszymada u 2,0 (1,0 - 4,0) 4451 nnaanedo

(otHOMIeHMe 11aHcosB 1,19 [0,81 - 1,76]).
Ha 28-11 ageHb He OBLA10 HMKAKOM pa3HUIIBI B
CMEepPTHOCTH MeXAy Tonnansymaoom (19,7%)

u n1aare6o (19,4%) (pasuuua 0,3% [95% Au ot
7,6 20 8,2]; HomuHaapHbIN P=0,94).

Pvalue

0.0370

Treatment Group

— Placebo (n=144)
-- Tocilizumab (n=294)
+ Censored

Patients remaining at risk

Placebo
Tocilizumab

144
294

144
294

138
276

133
255

123
231

115
208

109
192

Time (Days)

104
176

97
165

90
153

145

76
139

74
132

74
124

70
114



UHriMouTopbl KMHaA3 1 npoBoCcnanmuTesribHbIX
unTokuHoB B Tepanuu COVID-19

* TapreTHyto Tepanuio nHrmbmntopamm NJ1-6
(Tounnnaymadbom mnm capmnymadbom) unu
BPEMEHHbIE
NIJ1-16 (kaHaknHymabom) B KOMOMHaLUKU C METOAMHECKIE

PEKOMEHOAL NN

NPODPUNAKTUKA, ANATHOCTUKA

'K pekomeHayeTcs MHMUMMpoBaTh A0
PA3BUTUA TAXKENOro nopaxkeHus Nerknux c

Lenblo NpeaoTBpalleHnsa pa3Butug
nonnMopraHHOM HegoOCTAaTOYHOCTMN.
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11.5. Tepanuto nuruontopamu MJI-6 pekomeHayeTCss HHULIMUPOBATD J0O
Pa3BUTHS TSDKEJIOIO 1MOPAKEHUS JIETKMUX C HEJIBbK MOAABICHUS LIHTOKHUHOBOIO
LLITOPMA W MPEAOTBPALLIEHUS PA3BUTHS MTOJUOPraHHOW HEAOCTATOUYHOCTH.




Tounnnsymad — puck BTOPUUYHbIX MH(eKUnn

Cepbe3Hble UH(EeKLUUN, BKNoYvasa netanbHble ncxoabl (rnpu onumesribHoM
npumeHeHuu) — 4,7 cnydaqa Ha 100 nauueHTo/ner
AKTUBHbIN TyOepKynes pasfimdyHom fokanusaunm

MHBa3nBHbIE MHDEKLMKM NErkux (KaHANA03, acneprunnes, KOKUMaAnonaoMuKos,
NMHEBMOLIMCTHAA NMHEBMOHMSA)

drermoHa, NpPoCTON repnec, raCTPO3IHTEPUT, ANBEPTUKYIINT, CENCUC

Y nauueHToB ¢ COVID-19 nHekuunen :

ONMUCaHbLI: MEPbI MPEAOCTOPOXHOCTU

MHBa3UBHbIe MH(IeKUMN Nerknx (kaHAMAos, lpoTneonokasaH npu TAXenown HentponeHum (< 500/mkn),
dacrieprunnes3, KaHamaemums (6,9%), TpombouuToneHmu (< 50.000/mkn), MMMyHOCynpeccuUBHasA
KOKUMAUONOOMMUKO3, MHEeBMOLMCTHAsA Rardrms.

MuHuMuzaumm pucka (TwartenbHbIM YX04, COCyAUCTbIE U
"HeBMOH"ﬂ) MoO4eBble KaTeTepbl, APeHaXn)

BropuuHasn baktepmemusa (64.3% vs. 31.3%, | PerynsipHbiii MOHUTOPUHT COCTOSIHUA (GMOMapKepbI
p:O 010) GakTepuanbHOro BocrnaneHus)

PaHHAaA ANarHOCTUKa
'pubkoBbie Hhekumm (7.1% vs. 0%, p=0.096)| HasnaueHne cneumndmyeckoit Tepanum

KoHTponb peaktuBauuu nateHTHbIX nHcpekuun (XBI B,

Campochiaro C. et al. European Journal of Internal Medicine 2020 Ty6ep|<yne3)
Antinori S. et al. Autoimmunity Reviews 2020

Kimmig L. et al. BMJ 2020



BeaneHve naumeHToB ¢c COVID-19

24

.

BpeMeHHble PeKoMmeHgaumm fl:\t'/ BceMupHas opraHuM3sauus
27 masa 2020

13. Tepanua koptTukoctepomnaamu n COVID-19

He peKkoMeHayeTCA PYTUHHOE WCNONb30OBaHMEe CUCTeMHbLIX KOPTUKOCTepOoMOOEB AONnA neYeHuA
BHPYCHOﬁ NMHeBMOHMWM.

2. V3-3a HepocTatouHoM IEKTUBHOCTW M NOTEHUMAnbHOro Bpeaa cnedyeT u3beraTb PYTUHHOrO
MPUMEHEHUS KOPTUKOCTEPOWAOB, €CMM OTCYTCTBYIOT Oonee BaXHble NOKA3aHWA ANA HasHaYeHus,
KoTOpbIMK ABNAOTCS: 0bocTpeHue BpoHxuansHon actmel unu XOBJ1, centuyeckmn wok, OPAC. Ons
OTAeNbHbIX NALMEHTOR TpebyeTca NPOBOAUTL aHanu3 COOTHOLUEHUS NOMb3bl U PUCKA.




EVMS

MEDICAL GROUP

EVMS CRITICAL CARE
COVID-19 MANAGEMENT PROTOCOL

Developed and updated by Paul Marik, MD
Chiet of Pulmonary and Critical Care Medicine
Eastern Virginia Medical School, Nortfolk, VA

October 22nd, 2020

MATH-T

CaeayeT IpU3HATH, UTO HOSPITAL TREATMENT PROTOCOL FOR COVID-19
KOPTI/IKOCTQPOI/IAI)I ABAAIOTCA Intravenous Methylprednisolone
! oy High Dose Intravenous Ascorbic Acid (Vitamin C)
CAMHCTBEHHOM Teparmel/[, T hiamine (Vitamin BT)
‘ZI,OKaSaBIHeIZ CHIIKeHIe Low Molecular Weight Heparin
+
CMepTHOCTI/I y HaumeHTOB C Statin - Zinc - Vitamin D - Famotidine - Melatonin - Magnesium
COVID'19 F LCCC F_rpnt Line Cov_id-19
Critical Care Alliance
& L. VR NEE www.covid19criticalcare.com

—

Siemieniuk RA, Bortoszko JJ, Ge L, Zeraatkar D, Izcovich A. Drug treatments for Covid-19: living systematic review and network
meta-analysis. BMJ 2020



RECXEHVERY

Randomlsed Evaluatlon of COVID-19 Therapy

Effect of Dexamethasone in Hospitalized Patients with
COVID-19 — Preliminary Report

Running title: Dexamethasone for COWVID-19 — Preliminary Report

RECOVERY Collaborative Group™

16 June 2020

y IIallIeHTOB,
rocnutaan3uposaHHbeix ¢ COVID-19,
AeKcaMeTa30H CHIXKaA 28-4HeBHYIO
CMEpPTHOCTD Cpeau TeX, KTO
HoaydJal MHBA3UBHYIO
VICKYCCTBEHHYIO BEHTUASALVIIO
AETKVIX VIAVI KMCAOPOA ITpU
paHAOMM3alluY, HO He cpeaAu
HaIeHTOB, He TOAYYaBIIX
pPeCcnMpaTOPHYIO HOAAEPKKY.

ABSTRACT

Background: Coronavirus disease 2019 (COVID-19) is associated with diffuse lung damage.
Corticosteroids may modulate immune-mediated lung injury and reducing progression to
respiratory failure and death.

Methods: The Randomised Ewvaluation of COWVID-19 therapy (RECOVERY) trial is a
randomized, controlled, open-label, adaptive, platform ftrial comparing a range of possible
treatments with usual care in patients hospitalized with COVID-19. We report the preliminary
results for the comparison of dexamethasone 6 mg given once daily for up to ten days vs. usual
care alone. The primary outcome was 28-day mortality.

Results: 2104 patients randomly allocated to receive dexamethasone were compared with

4321 patients concurrently allocated to usual care. Overall, 454 (21.6%) patients allocated
dexamethasone and 1065 (24.6%) patients allocated usual care died within 28 days (age-
adjusted rate ratio [RR] 0.83; 95% confidence interval [Cl] 0.74 to 0.92; P<0.001). The
proportional and absolute mortality rate reductions varied significantly depending on level of
respiratory support at randomization (test for trend p<0.001): Dexamethasone reduced deaths
by one-third in patients receiving invasive mechanical ventilation (29.0% vs. 40.7%, RR 0.65
[95% CI 0.51 to 0.82]; p<0.001), by one-fifth in patients receiving oxygen without invasive
mechanical ventilation (21.5% vs. 25.0%, RR 0.80 [95% CI 0.70 to 0.92]; p=0.002), but did not
reduce mortality in patients not receiving respiratory support at randomization (17.0% vs.

13.2%, RR 1.22 [95% CI 0.93 to 1.61]; p=0.14).

Conclusions: In patients hospitalized with COWVID-19, dexamethasone reduced 28-day
mortality among those receiving invasive mechanical ventilation or oxygen at randomization, but
not among patients not receiving respiratory support.

Trial registrations: The RECOVERY trial is registered with ISRCTN (50189673) and
clinicaltrials.gov (NCT04381936).

Funding: Medical Research Council and Mational Institute for Health Research (Grant ref:

MC PC 19056).



EVIVIS COVID-19 MIANAGEMVMENT PROTOCOL
An overview of the MATH+ and I-MASK+ Protocols

Developed and Updated by Paul Marik, MD, FCP (SA), FRCP (C), FCCP, FCCM.
Professor of Medicine, Chief of Pulmonary and Critical Care Medicine

Severity of illness

o _ THIS IS A STEROID RESPONSIVE DISEASE:
Eastern Virginia Medical School

December 277, 2020 HOWEVER, TIMING IS CRITICAL

rl- Incubationé Il. Symptomatic Ill. Early Pulmonary Phase | IV. Late Pulmonary Phase

Viral Debris

Viral replication
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Cytokine Storm MAS
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[ IVERMECTIN 12mg | IVERMECTIN 12mg x 2

[ Quercetin + Zinc + Vit C + Vit D ] [ Quercetin + Zinc + Vitamin D + IV Vitamin C

1 T 11 28
Time Course (davys)
Ground-glass infiltrates [ +++ + 4+ ]
Clinical Symptoms Fever, malaise, cough, SOB — Mild hypoxia Progressive hypoxia
headache, diarrhea <4 L/min N/C & aSat < 94%

Treatment approach [ Antiviral Rx ][ Anti-inflammatory Rx ]

Potential therapies [ ? Interferon-a ] [ Methylprednisclone 40mg g 12 inc. to 80 mg q 12 if reqd. ]
[ ASA ][ Enoxaparin 60 mg/day I Enoxaparin 1mg/kg s/c q 12 ]




CpaBHeHMe MeTUNNpeaHN3ONOHa, AeKcaMmeTa3oHa U TMMAPOKOPTU3OHA —
Number Need to Treat (NNT)
1

ESTIMATED
ABSOLUTE
EVMS COVID-19 MANAGEMENT PROTOCOL PUBLISHED RCT’/COHORT STUDIES OF SIEEERENCE IN Nhéglz;aﬁll;)ﬁ;{o
An overview of the MATH+ and I-MASK+ Protocols CORTICOSTEROID MORTALITY RATE TREATTO
Rx Group vs.
Developed and Updated by Paul Marik, MD, FCP (SA), FRCP (C), FCCP, FCCM. HLERa et D EALAALD e C(on‘l:rol Gf:mp) SAVEONE

Professor of Medicine, Chief of Pulmonary and Critical Care Medicine LIFE

Eastern Virginia Medical School

December 27" 2020 METHYLPREDNISONE — HOSPITAL PATIENTS (Edalatifard et al, Iran) 5.9% vs. 42.9% 2.7

METHYLPREDNISONE — ICU PATIENTS (Salton et al, Italy) 7.2% vs. 23.3% 6.2
METHLPREDNISONE — HOSPITAL PATIENTS, (Fadel et al, USA) 13.6% vs. 26.3% 7.8
METHYLPREDNISONE- ARDS PATIENTS (Wu C et al- China) 46.0% vs. 61.8% 6.3
METHYLPREDNISONE - Pts on oxygen — (Fernandez-Cruz, Spain) 13.9% vs. 23.9% 10.0

CoDEX -DEXAMETHASONE - MECHANICAL VENTILATION 56.3% vs 61.5% 19.2

PTS ON OXYGEN 23.3% vs. 26.2% 28.6

RECOVERY TRIAL (DEXAMATHASONE)

PTS ON MV 29.3% vs. 41.4% 8.4

HYDROCORTISONE -CAPE-COVID — ICU Patients (Dequin et al France} 14.7% vs 27.4% 7.9

HYDROCORTISONE -REMAP-CAP — ICU patients 28%% vs 33% 20.0




Corticosteroids for COVID-19

LIVING GUIDANCE World Health
2 SEPTEMBER 2020 Organization

 Recommendations: The panel made two recommendations: a strong
recommendation for systemic (i.e. intravenous or oral) corticosteroid therapy
(e.g. 6 mg of dexamethasone orally or intravenously daily or 50 mg of
hydrocortisone intravenously every 8 hours) for 7 to 10 days in patients with
severe and critical COVID-19, and a conditional recommendation not to use
corticosteroid therapy in patients with non-severe COVID-19.

Recommendation 1:

We recommend systemic corticosteroids rather than no systemic corticosteroids for the treatment
of patients with severe and critical COVID-19 (strong recommendation, based on moderate

certainty evidence).

Recommendation 2:

We suggest not to use corticosteroids in the treatment of patients with non-severe COVID-19
(conditional recommendation, based on low certainty evidence).
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11.7. Ha3naueunne riiokoKOPTHKOH/I0B,

[ TIOKOKOPTHKOM/BI MOTYT ObITh Ha3HAYEHbl MALMEHTAM B OT/IENEHHUAX
QHCCTE3MOJIOTMM U peaHHMallui M 0DILECOMATHYECKUX  OT/IENEHHUSX
OONBLHUUHBIX OpraHu3aLki 3ApaBOOXpaHeHH .

B oOmecomaTnyeckom OTAENEHHH TTHOKOKOPTMKOMABI MOTYT ObITh
Ha3HAaYeHbl naunMeHTam ¢ noareepxacHHod uHpekuuer COVID-19 u
IBYXCTOPOHHUM nopaxeHueMm Jierkux (no pesyapraram KT rpyaHoit kneTku
WK peHTreHOrpadMy IPYIHON KIETKH), HYKIAIOWMMCS B [I0aye KHCI0po/a

4yepe3 HOCOBBIE KaHIONH HE MEHee S//MUH B MPOH-MIO3MUMH H COXPaHEHUH
Sp02 ne Boiie 92%.




TPWU oCHOBHbLIX NaTONOrM4YecKnX npoLecca NPMBOANAT K
nonuopraHHon Hepgoctato4yHocTu n cmeptu npu COVID-19:

f'MnepBocnaneHune («UMTOKMHOBBLIN LUTOPM») - HAPYLLEHME perynsumm MMMYHHOW CUCTEMBbI, KIETKN
KOTOPOW MNPOHUKAIOT 1 MOBpeXaaroT MHOXECTBO OpraHoB, a UMEHHO Nnerkux, noyek u cepgua. B
HacCTOSLLEE BPEMSI LUIMPOKO pacrnpocTpaHeHo MHeHne, YTo SARS-CoV-2 Bbi3bIBAeT abeppaHTHYIO

aktneaumto T-nMmdpounToB N Ma K K< UMTOKMHOBOMY LLUTOPMY».

/Fnﬁpkoarynﬂuuﬂ (NoBbILLEHHAs CBEPTbIBAEMOCTb) - HapyLLleHne perynaunm MMmMyHHO eMbl
noBpexaaeT SHOO0TENIMN U aKTUBU3NPYET CBEPTLIBAEMOCTb KPOBU, Bbi3biBad 0Opa3oBaHMe MUKPO-
MaKpO-TpoOM6OB. AKTUBaLMA CBEPTLIBAHUA MOXET NPONCXOANTb HEMOCPEACTBEHHO N3-3a
NOBbLILLEHHOW 3KCrpeccun doaktopa Xa, a Takke 3HOO0TeENManbHOro NoBpeXxaeHnsa ¢

Mmem KPYMNHbIX arperatoB doaktopa BunnebpaHga. OTn Ccryctku K

KPOBOTOK.

Tsaxxenaa runokcemus (HU3KMA YPOBEHDb KMCNOPOAa B KPOBW) - BOCManeHne nerknx, BbIaBaHHOE
LILMTOKMHOBBLIM LUTOPMOM, BMECTE C MUKPOTPOMOO30M B MarioM Kpyre KpoBoobpalleHusi CeEpbe3HO
: yXyALaEeT MorfoLeHne KUCropoaa, YTo NPMBOANT K HAPYLLEHUNIO OKCUTreHaLMN.

EVMS Critical Care COVID-19 Management Protocol 06-17-2020 | evms.edu/covidcare
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11.6. [IpodpunakTuka u JeyeHue Tpombo3oB, koaryronaruii u 1BC-

CHH/IpOMA,

Gapmakosoruyieckas TpoMbonpoduIakTHKa J0KHA IPOBOAHTLCH BCEM
FOCMMTAIM3HPOBAHHLIM € [THEBMOHMEH [alMEHTaM [P OTCYTCTBHH
NPOTHBONOKA3aHHH (AKTHBHOE KPOBOTEYEHHE, YPOBEHb TPOMOOLHMTOB <
25%10°/1):

HedpakumuoHupopanuslit renapus (aanee — HOI') 5000 ME kaxzabie 8
YacoB 74 mauuenToB ¢ Maccoit Tefa < 100kr, 7500 ME kaxnsie 8 yacos a1
NauKUeHTOB ¢ Macco Tena > 100 kr;

HH3KOMOJIEKYpHble renaputsbl (1anee — HMI') — npeanouturesbho.

B cnyyae  ueosmoxknocTH  npumenenus  HMID (renapun
WHAyUMpoBaHHas — TpomOouMTONEHHA) mpenapatoM  Beibopa  sBliSeTCH

donanapuyke 2,5 Mr noJkoxHo 1 pa3 B CyTKH.
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[lpyn HanWuuKM v NaUKeHTa TEPMHUHAIILHOW MOYEYHOH HEAOCTATOYHOCTH
(KaupeHe KpeaTHHUHa < 15 MI/MUH), SBASIOIUEHCS NPOTURONOKA3aHWEM 4
peeeHus HMI, nasvavaeres HOD B posze 5000 ME noakoxuo 2 pasa B
CYTKH.

YV naumeHToB ¢ BBICOKUM KapAHOBACKYIAPHBIM U TPOMO0IMOO/IMYECKHM
PHCKOM Pa3BHTHA OCJIOKHEHHH, KOTOpPbIE /IO TOCIMHUTAIM3AUMK NOJNYYAIH
NepopanbHbe AHTHRKOANYISIH T, TPUEM aHTHKCArYJSHTOB [PH Nerkoi (opme
nadexunn  COVID-19 npojomaaercs, npH 3ToM 103a J€KapcTBEHHOTO
CpeacTBa KoOpperupyercs 110 mepe HeoOXoauMmocTH. B cayvae pasBuTHS Y
nauueHTa cpeaHersikenoil wau Takenod ¢opmer uHpekunn COVID-19,
ocyuecteiasercs nepero Ha HMI™ (npeanouturensno) nan HOI' B neyeOHbIX
JI03aX MO/l KOHTPOJIEM M MPH OTCYTCTBHHU NMPOTHBONOKA3aHH .
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[Tpu vposHe D-aumepos B 3-4 pasa BbllIE BepXHeH rpaHHlbl HOPMBLI Ha
MOMEHT 1HOCTYIJIEHHUs B cTallMoHap (oraeneHue) Iud0 MX TPOrpeccHBHOM
yBeaudenu Ha done npoBoauMoid  TpomOOonpodHIaKTHKH, pa3BUTHS
TpoMOo3oB,ynu3ca0B T2JIA npu OTCYTCTBHH NMPOTHBOMOKA3aHHWI (aKTHBHOE
KpoBOTEueHMe, yposens TpomGouuTos < 25x107/71) maznauaiores neuebHble
0361 HMI unu HedpakitMHOHHPOBAHHOTO renapuHa.

JleweOupe noser HMI: nanrenapun nHarpus — 100 ME/kr yepes 12
YACOB MOJAKOMKHO MM 200 ME/Kr noakoxHo 0/4MH pa3 B CYTKH; HAApPONapHH
Kaabilua — 86 ME/kr dosroc, 3arem 86 ME/Kr uepes 12 4acoB noaKoOKHO;
yHokcanapud Hatpus 100 ME/kr vepes 12 yacos noakomxHo.

Hosza HedpakilHoHHPOBAHHOIO renapuHa noldupaeTcs MHAHBHUAYAIbHO
C KOHTPOJEM Mo VPOBHEO AKTHUBUPOBAHHOTIO HJACTHYHOTO
TPOMOONIACTHHOBOIO  BpeMmenu (nanee - AYTB) wnam oTHOCHTENbLHBIM
HaveHusam AYUTB ¢ pacuerom R(AUTB) Ratio (oTHoweHue) AUYUTB,
KOTOPOS npeacrapiseT coboi  oTHowmwenue AYTB nmauwenta vk AUTBH
KOHTPOTA.




Uy Hac, pebaTa, byayTt
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