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InfectiaCovid19. Infornatii generale



InfectiaCovid19

A COVID-19 este cauzat de un nou betacoronavirus numit oficial de OMS drept SARXOV-2
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1. Guo YR, Cao QD. et aMil Med Res2020;7(1):11. https://doi.org/10.1186/s404¥8)-0024060
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Covid19: controverse iluareadeciziilor

A Luareauneideciziiluandin consideratieraportul derisc/ beneficiun ginumite momente afost ( estese in
present) dificil.

A Actualmente dejaputem analiza datele disponibiledin peste20 destudii controlate carel N.J 0N
eficacitateg a A 3 dzbidonfratdmente si beneficiuin reducereamortalitatii .

A Actualizarilein ghidurile pt medicinapracticavin cuintarziere (WHO, NIH).

A Deaceia unele societatimedicalevin curecomandari mesajecurenteimediat dupace au aparut

rezultatele unor studii bazatepe evidenta (Front Line COVID19 Critical Care Alliance: Prophylaxis & Treatment Protocols for COYD=
03.12.2020; 17.01.2021).
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Hidroxiclorochina (Plagenil) Beneficiu neclar Ftrt ben e_ de

Remdesivir nct ?? Reduce timpul K L”SLb”'étrPé'ffF Ci
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Ser convalescent nct Pu™Hin probabkFirt benefi ci
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ProfilaxidnfectieiCovid19 (coctailulmagic).

A magic-bullet/cocktail=glontul majic/coctail:

A Vitamin D3 1000-3000iu/day Note RDA (Recommende®aily Allowance)is 800-1000iu/day The safeupperdosedaily limit is
likely < 4000iu/day

A Vitamin C 500mg BID (twice daily)

A Quercetin 250 mg daily (supliment flavonoid). Note that prolon_?edhigh dosequercetinhasverY rarely beenassociatedvith
hypothyroidismQuercetirshouldbe usedwith cautionin patientswith hypothyroidismandTSH levelsshouldbe monitored

A Melatonin /suplimenttab 1,3 si 5 mg, probabilnu slow-release(slow release)Beginwith 0.3mg andincreaseastoleratedto 2 mg
atnight/for its antioxidantfpropertieaandstabilizationof thecircadianrhythms

A Zinc (tab15, 30, 50mg) 30-50mg/day (elementakinc).

A Famotidine 20-40mg/day.

A B complexvitamins.

A Izvzﬁr]mectin (for postexposurerophylaxis?zzlSOZOOug/kg orally (repeatonday?2). Alternativestrategyis adoseof 12 mgwithin
oursof symptomonsetandthenrepeate@4 hourslater.

A Optional/Experimentalnterferon -Unasalsprayfor healthcareworkers

Front Line COVID19 Critical Care Alliance: Prophylaxis & Treatment Protocols for COV&Y/ 17.01.2021).



TratamentulCovid19, evolutiemoderata

A Enoxaparin 60 mg daily. Considerincreasingthe doseto 1mg/kg q 12 hourly in thosewith a high D-
Dimer or anincreasingD-Dimer (seeXa monitoringbelow).

A Methylprednisolone (fiole 40,125 si 250 mg) 40 mg g 12 hourly ; increaseio 80 mg andthen125mgq
12 hourly in patientswith progressivesymptomsandincreasingCRP Thereis now overwhelmingand
irrefutableevidencethat corticosteroidseducethe risk of deathin patientswith the pulmonaryphaseof
COVID-19i.ethoserequiring supplementaloxygenor higher levelsof support. Therole of inhaled
corticosteroidgbudesonide)s unclearandappeargo be ratherlimited. Studii. Metilprednizolonuleste
mai beneficin reducereanortalitatii vs dexametazonanidrocortizona

A Optional (not recommended) Remdesivir, 200 mg IV loadingdoseD1, followed by 100mg day IV
for 9 days This agenthasbeenreportedto reducetime to recovery(basedon an ordinal scale)in
patientsrequiringlow levels of supplementabxygen [13513¢ The recentlypublishedSOLIDARITY
trial demonstratecho mortality benefit of this agentin the entire treatmentcohort or any subgroup
Consideringthe high costof this agentandthe lack of benefiton patientcenteredoutcomeshe role of
thisdrugseemsrery limited.

A N/C (nasalcateter) 2L /min (if required(max4 L/min; considerearlyt/f to ICU for escalatiorof care

Front Line COVID19 Critical Care Alliance: Prophylaxis & Treatment Protocols for COVED/ 17.01.2021).



TratamentulCovidl9, evolutiecu progresiasimptomelorespiratoria
(hypoxia, careecesitanh G, > 4 |/min).

A Methylprednisolone 80 mg loadingdosethen40 mg g 12 hourly for at least7 daysand until transferredout of
ICU. In patientswith anincreasingCRP or worseningclinical statusincreasethe doseto 80 mg q 12 hourly (then
125rr_1g8| 12 hourly), then titrate down as appropriate Pulse methylprednisolon€50 -500 mg mg/day may be
required Methylprednisolonas the corticosteroicf choice

A Ascorbic acid (tV|tam|n C) 3@{ IV g 6 hourly for atleast7 daysand/oruntil transferredbut of ICU. Note caution
with POC glucosetesting(seebe OWB: Oral absorptionis limited by saturabletransportandit is difficult to achieve
adequatdevels with PO administration However, if 1V Vitamin C is not available,attemptsshould be madeto
administerPOvitamin C atadoseof 1g every4-6 hours

A Full anticoagulation: Unlesscontraindicatedve s_ug%esiFULL anticoagulationlon admissionto the ICU) with
enoxaparinj.e 1 mgkg s/cq 12 hourly (doseadjustwith Cr Cl < SQmIs/mlr(i} Thereis now good ewdencet_hathl%h
intensity anticoagulationmreducesmortality of hospitalizedpatientswith COVID-19. Heparinis suggestedvith CrCl
< 15 mi/min Due to augmentedenal clearanceyatientsmay havereducedantiXa activity despitestandarddosages
of LMWH .We thereforerecommendnonitoringantkXa activity in underweightandobesepatients thosewith chronic

renalfailure andin thosepatientswith anincreasingd-dimer,aimingfor ananti-Xa activity of 0.6-1.1 1U.ml.

f& I\tlote: EA falling SaQ andthe requirementfor supplementabxygenshouldbe a trigger to startantiinflammatory
reatmen

A yotte:_ Eartly termination of ascorbic acid and corticosteroids will likely result in a rebound effect with clinical
eterioration.

Front Line COVID19 Critical Care Alliance: Prophylaxis & Treatment Protocols for COY#Y/ 17.01.2021).
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Infectia Covid-19 si afectareasistemulul cardiovascular
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1. Walls ACet al, Cell, 2020. https://doi.org/10.1016/j.cell.2020.02.058
2.  Chen @t al, Herz,2020. https://doi.org/10.1007/s006620-04909z

3. Fangl etal., Lancet Respir Me®020. https://doi.org/10.1016/S222800(20)30118
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https://doi.org/10.1016/S1473-3099(20)30243-7
https://doi.org/10.1016/S1473-3099(20)30243-7
https://doi.org/10.1016/S1473-3099(20)30243-7
https://doi.org/10.1016/S1473-3099(20)30243-7
https://doi.org/10.1016/S1473-3099(20)30243-7

AutopsiilgpacientilorcuinfectiaCovidl19

AAfostevi dantHf at t rarea miocardul ui de cttre clelul el e
Al nf ec ™Hi i |-89 senuaso€id@evcl mveluri crescute ale biomarkerilor cardiaci din cauza leziunii

mi ocar di ce. Este probabil ca |l eziunile miocardi ce
mi ocar ditt THi i sclHhemie indust de i nfec'™Hie

ACnun studiu realizat |l a 416 pacien™Hi dintre car
comunt (19, 7 %) . Din r©nduril e paci emMHll% rc uddcCe dHa”
cu bol i cerebrovascul ar e, La analizele ajustate
semni ficativ Hi i ndependent cu mortalitatea

1. Xu Z. et al, The Lancet Respiratory Medicir&)20. https://doi.org/10.1016/S222800(20)30076X
2. Madjid M, JAMA Cardiol,2020. https://doi.org/10.1001/jamacardio.2020.1286
3.Shi S. et al. JAMA Cardiology 2020. https://doi.org/10.1001/jamacardio.2020.0950



Figwre I Critical roke of ACEX in the regulation of viral invasion in ACET expressing cells
{Created wviing BisRendor Acatomic)
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Mecanismele de actiune a inhibitorilor ECA
si inhibitorilor angiotesninei Il
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Inhibitorir

ECA si antagonistii

receptorilor

Antagonistii  receptorilor angilotensiner I/

Losartan 50-100 (1) *
Valsartan 80-320 (1)
Irbesartan 150-300 (1)
Telmisartan 40-80 (1)
Candesartan 16-32 (1)
Inhibitorii  ECA

Benazepril 20-40 (1) *
Captopril 25-150 (2-3)
Enalapril 10-40 (1) *
Fosinopril 20-40 (1) *
Lisinopril 20-40 (1)
Moexipril 7,5-30 (1) *
Perindopril 4-8 (1) *
Quinapril 20-80 (1) *
Ramipril 2,5-20 (1) *
Trandolapril 2-4 (1)

* In doze mari aceste preparate pot fi administrate in 2 prize

de angiotenzinall / sartrane




Mecanismele de actiune a inhibitorilor ECA
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R e | adinird hipextensiuneaa r t e, enzimddéconversiea angiotensinei2 OCOVID-19

A P r e v ahipertefisianii arteriale preexistentepare a fimaimarelap a ¢ i eurCO¥ID-19cared e z vio d dshetv.e r L

A

A Av © ri duedererolul important al sistemuluir e ndamig i o t-&lnd d NERAAD) WACE, " fiziopatologia
hipertensiunii arteriale, esteposibil cadisregulareaacestuisistems fiei mpor t ant t

A S-apropusc tratamentul hipertensiunii arteriale cu inhibitori RAS poatei n f | legaredBARS-CoV-2laACE, ,
pr omo \bd&la d

A Aceastaseb a z epa uneledescopeririexperimentaleconform ¢ £ r oibdtorii RASar puteaprovocaoc r e Ot er e
compensatorie niveluluideACE, , "Hc #inhibitorii ACE potfid £ u n Hapoarcii e x pHa SARSCoV-2.

A Cu toate acesteaesteimportant s ssubliniemc tue x i dovediclare c tutilizarea unor inhibitori ai enzimeide conversiea _
angiotensinei(ACEI) saub | o c secepktirilordea n g i o t (ARB¥ conducla” mb u n £ trte HilACE.A MHesut ur i | e
umane Dateledisponibile din probeledes © nsgueg e rcelmm @ k i'osasotiere n nivekrilecirculanteale ACE, H i
utilizareaa nt a g oRAASIt i | or

A se parec £ modeleleexperimentaleBRA potaveaoi n f | p e h & frciectaate P © i tprezent nue x i doveziclinice
cares 5 u s "efecteleadversesaubenefice alanhibitorilor RASlap a ¢ i eurlcV1D-19

A Pa c i erf "HiaifHibitorii ECA sauBRA nuar trebuis 30 p r e masamentul

ESC Guidance for Diagnosis and Management of CVD during the COVID-19 Pandemic (Last updated on 10 June 2020).



COVID-1 9 O anomal iil e de c¢oc

A Nivelurile crescutealeBdi mer il or (> 1 g/ L) au fost puternic
‘Hi aceastt relaHi e a fost men™Hinutt "n analize mlt
AMai mult dec©t at©t, experienHa chinezt Hi italize
nivelurilorde D-d i me r | pot fi observate precoce “n evol uHi
progresie rapidt.

Aln speci al, experien™™a-ddimerGHhHiomra fiinidnidc tf ocarret’Ht eprreeac

eveni mentele ad%erse " n COVI D

1. Danzi GB, Eur Heart J,2020;doi: 10.1093/eurheartj/ehaa254
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AlnfecHi ile virale sunt asociate cu disfunc™i e met
nervos simpatic,efectul aritmogen al unor medicamente care la un loc predispun la aritmii cardiacé.

ACntn rapo

rt recent axat pelPp,acleen/Bo oipnttrad | pzacHi e
aritmii, cares-au c |

asat pe |l ocul doi ~ n r OArtalafotompl i ca’™H
observatt |l a 7% dintre pacien’'Hi i care nu au neces:s
au fost i-aUTérna™ “~ntr
A Deluat in consideratie f i br i | a Hiear eajd sirddbhducere intraventri cu
ventricul art 'Hi fibrila™ a ventricul art.

1. FLCCC Alliang€OVIBL9 Management Protocol, 2021-Q%; www.flccc.net
2.Zhou F. et al. Lancet 2020. https://doi.org/10.1016/S018036(20)305663
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AGuanetal. au extras datel e d®dela&52tiedspitile dnadBtdee n "Hi COvVvI D
provincii/ municipalitt™™Hi provinciale Hi au descory
creatininkinazt Hi 277 din 675 (37,2%) &u prezent

Alnalt studiui 13,0% dinptsau prezentat cr e Hitreporgnal high-sersitve ne ki naz
cr es<lai2lo din cazuri

ADisfunc™Hi a misicaddrektt hpatautatt de reducerea ap
pul monart severt Hi furtun@@Vz.i tOkithoatte dapdsti ed e
posi bilitatea ca aceasta st fie atribuibilbét sctde
SARSCoV-2.

1. GuanWdtal, N Engl J Med 2020. Epub ahead of print]
2. Chen N. et a]N Engl J Med 2020. Epub ahead of print]
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ALeziunea miocardi-Edv-2asoa@ipariutch aSARSintre primii 41
COVID-19 “n Wuhan, care a avut drept mani-tTel&&pgellpr i nc
AuUni i dintre pacien™H au mers mai “nt ©i | a medic din
pacienH | or au predominat si mptomele cardiovascul ar
toracict fa™H de si mptomele respiratorii, cum ar f|
stabileasct di adfhosti cul de COVI D

A Printre persoanele decedate dincauzaCOVIEL 9 r aportate de NHC, 11, 8% di nt
subi acente au avut | eziuni cardiace substan™i ale, c
spitalizktridi

A Astfelmoni t ori zarea pacien™i |l or ar trebui st includt ul
deja acumulatt “"n ceea ce ™Hine de ma@nagementul aces
Alnci den  Ha simptomel or cardiovasculare este ridicatt,
de citokine proinflamatorii.| nsuf i ci en™a r espi raﬂQpathoeocaHeterldTareBOX| a 'n
miocardului; medicatiaadministrata la fel ar putea declansauneleafectuiuni CV

1. Huang C. et al.The Lancet2020;395(10223):49306.https://doi.org/10.1016/S0148736(20)3018%

2. Alhogbani T, Ann. Saudi Meg¢2016;36, 7880.
3. Inciardi RM. et al, JAMA Cardiol,2020. https://doi.org/10.1001/jamacardio.2020.1096

4.


https://doi.org/10.1016/S0140-6736(20)30183-5
https://doi.org/10.1016/S0140-6736(20)30183-5
https://doi.org/10.1016/S0140-6736(20)30183-5
https://doi.org/10.1016/S0140-6736(20)30183-5
https://doi.org/10.1016/S0140-6736(20)30183-5

Testeledeevaluarelap a c i eurlCBVWID-19'Hafectarec ar di ovascul ar t

/ 2y a A Risghdsticdakd: O A G ZOVADAY

NT-proBNP/BNP Date controversatedespre NT-proBNP O ¥ohorta MERSCoV,NT-pro-BNPa
fost crescut,dar acestaar puteafi un fenomennormalpentruLJ: OAIST SIG A
de COVIBEL9

Nivele mai n y | dleliNg-proBNPn yohorta O K A yafl fodl asociatecu o
necesitatemain y I-deidtédnaren YTI

Troponina Troponinahigh-sensitivear putea fi dzii pentNi evaluarearisculuila LJ- O A
ce Yy SOS g ¥ 8 NjRy@T BJpentru identificarea LI O A S guliléziting NJ
YA2OIANRAONIA 2 &N

D-dimeri Datedin focarulA y AdinWhHanR S Y 2 y & & cbBekidndi SY y A Fau Ol G A @GN
necesitateah y i S NI TNINKoralitate
Procalcitonina Markeral A y ¥ Sb@diefieBeieste mai LINE 6 IONS UNREINBDIK & yoii A A

necesitan Y 3 N A NA

INEIFZRREREENFEY FrecveniR S Y 2 v & leidpenieMmfopenie
ANy ISt dzA Trombociteleredusesuntasociatecu prognosticnefavorabil

Unde este RA & LJ2 yOR o/XISN (i NO (BudtSisdgiate cu prognostic
nefavorabil

Feritina Marker al prognosticuluinefavorabil Y 2 R A Tsémifichtikesunt raportate la
LI O Ach gavero

CTcardiac Dea fi luat n gonsideraren gazurileincertela LJ- O A ¢ yfojpdhie crescute
cusauT NInANiniobstructivepe arterelecoronare

IL-6

ECG laLJd O A MERSIOV,ECCU12R S NAdS bbicgiRS Y 2 v & inveBia 1 N
R A FadzhdBlorTn gazulk Y LIt iGrhrdNde dceastaarputeafiRA Yy I .Y A ON
a 2 RA TaALdb \OMIB §AVIENO au fost de asemenealescrise

Ecocardiografie ArputeademonstraR A & T dyk @ (iR($2AGANNIBI T A 2usdut Nefudie
LIS N OdauNiBenedss




|l nfecwi-A9CD¥I|I paci enwi i cu bolil car

Conform datelor cu privire | a mortalitate piCeVz2amprezentat andteeededtdeChjpertdnsidbe di n pac i
arterialt, iar 17.% antecedente de BAC

Cnttn studiu, ce a i1n9 lcuus spiantpiteonmidi sGO/N\elrDle , 58% au avut hi mi@mittensi une arter
VOr stni ci i Cu comor biditt™i "n speci al cei cu hipertemwmtai une ar-t
i nf ec "HiCaV-2SARWai mult dec®©t at©t, date]e aratt ct pacCGo¥daH i, cu v
avut simptome sistemice [ pneumoni e 2mai severt dec©t pacien'Hii
PersoanelecuBCVau o0 probabilitate maj Covid-®lsitittimmoe s-auinfeotat, tBE@\Wsubsacenterdote ¢ "Hi a
agrava pneumonigc r e Ht e s e v er i tsiau aglesedavorizapun ragreostiomai nefavorabil.

Afectarea cardiaa poatefic ondi "Hidoen aprkepar at el e medi camentoase utilizal9e pe p

Glucocorticoizii T unul din elementelecheiein tratamentul Covid-19, larandul sau poate perturba metabolismul lipidic si _
indeosebj celglucidic. Se presupune cape termen lung ace§te_mod!f|car,| pot contribui la complicatii post Covid-19 mai probabil
dec®©t o0 consecli A™HL a i nfec Hi ei n sine

MH “ou 8@QWIUD cazur i au fost administrate p

C minelestudiiceaii ncl us pa _ _ ( _ _ ‘a
| irt drriezoturii iacwtridlait 2t r i | preparatelor antivir

O atenH e deoseb

B @

1. Wang Det al.,JAMA 2020. https://doi.org/10.1001/jama.2020.1585

. . 2. Onder G, Rezza G, Brusaferro S. Gasgality Rate and Characteristics of Patients Dying in Relation to CQ9Id Italy. JAMA 2020.https://doi.org/10.1001/jama.2020.4683
ELS\(} [()e%rg%ueéyof Cardiology ESC Guidancefor the DiagnosisandManagemenbf CV Diseaseduringthe COVID-19 PandemicApril 202Q https//www.escardlcnrg/Educa%lonZEfGVIgl@and(iaralo ogy/ESE
- uidance
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Preparatelemedicamentoasatilizate in tratamentul COVID-19 & efectelecardiovasculareale acestora
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Figere J Cardiovascular mvoivemers In COVID-19 - key manfestavons and hypotheckal mechanisms
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Take home messages

A Persoanelecu BCVa u o probabilitate mai Covid-BEBbitinttimpdce s-auintectas, B@G&/c t a i n
subiacente pot agrava pneumoniec r e Ht e s e v er | tsiasatleseaa fagoriza pntpmgnesticanai
nefavorabil (circulus vitiosus).

A BCV asociate cu COVID19,ar puteaprobabilimplicader egl area acti vit taditdincaurast e mu |
i nf ec H-GV-2, &AHKRS din cauza comor biditt ™™ | oNuexismoaonfiranare f i hi
despre oasociere’ n tnivedurile circulante aleACE, Hiutilizareaa nt a g o RAAStDedi, ourar trebui s tfie
oprit tratamentul cu ECAsauBRA.

A Modificarile sistemuluiimun manifestateprinde zechi | i brul acti vitrii cedeul el or T
cytokine proinflamatorii ,fu r t un a ciimoroektepatogeneticecheieincidenta BCV in infectia respectivt.
Monitorizarea raspunsuluiimun estecrucuala atkt in diagnostic, d.t 'Hpt evolutia bolii si a tatamentului adecvat

APatologia card
ufic

_ ascul b
pulmonare acute(in s |

I oV ar poate-18, darf eponamenf pr smaund
| e n "Hahipoxeéap p i atorie

r

A Afectarea cardiacapoatefic o n d i "Hide divarsehreparate medicamentoase utilizate tratamentulupts cu
COVID-19, care la randul sau pot influenta manifestarile tabloului clinic in fazaacuta, dar si perturba
metabolismul lipidic siindeosebj celglucidic. Se presupunecape termen lungacestemodificari pot contribui la
complicatii post Covid-19 mai mult ded.t inst. iHhfectia.
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A Question:ls ivermectin safe and can it be used in patients with liver disease?

A Answer:The discovery of lvermectin in 1975 was awarded2f&5 Nobel Prize in Medicine given
Its global impact in reducing onchocerciasis (river blindness), lymphatic filariasis, and scabies in
endemic areas of central Africa, Latin America, India, and Southeast Asia. It has since been
AYyOf dzZRSR 2y (UKS 21 hQa a[Aad 2F 9aaSyudaAlt aSR
Numerous studies report low rates of adverse events, with the majority mild, transient, and
fFNBSteé& FTdGdNAROdziSR (2 (UKS o062ReéQa AYyFElFYYFO2N
itching, rash, swollen lymph nodes, joint paints, fever, and headache. In a study which combined
results from trials including over 50,000 patients, serious events occurred in less than 1% and
largely associated with administration in Uo@ainfected patients. Further, according to the
pharmaceutical reference standard Lexicomp, the only medications contraindicated for use with
Ivermectin are the concurrent administration ehti-tuberculosis and cholera vaccines while the
anticoagulant warfarin would require dose monitoring. Similarly, we suggest therapeutic
monitoring of drug levels such as calcineurin inhibitors suda@slimus and cyclosporin and the
immunosuppressant sirolimus as potential interactions exist. A longer list of drug interactions can
be found on the drugs.com database, with nearly all interactions leading to a possibility of either
Increased or decreased blood levels of ivermectin. Given studies showing tolerance and lack of
adverse effects in human subjects given escalating high doses of ivermectin, toxicity is unlikely
although a reduced efficacy due to decreased levels may be a concern.



Covid19: controverse iluareadeciziilor

A Luareauneideciziiluandin consideratieraportul derisc/ beneficiun ginumite momenteafost ( estese in
present) dificil.

A

A Actualmente dejaputem analiza datele disponibile din peste 20 destudii controlate carel NJ i N
eficacitateg a A 3 dzbdonfratdmente si beneficiuin reducereamortalitatii .

A Actualizarilein ghidurile pt medicinapracticavin cuintarziere (WHO, NIH).



Nuartrebuia N U S mlurhmfedaten Y I dleﬁad&)ta pe
f I Nuibalt medicament cangoated Nu¥ dzy QU282 v S

1.  ImpacturicliniceslabeY N & dzNdnticdpi monoclonali remdesivit L)t | DN gl €t a4 O0Sy & N
2. [/ 2a20dz2NA NARAOIFI UGS ONBYRSAAGANE FYIGAO2NLIA Y2y20t2yIfAz
3. Efecteadversesemnificative(remdesivir vaccinur).

4. Bazede dove2|slabe, confli gtua esaU|neX|stentepentrua dza 0 AdyUSANBErhdESidk anticorpi monoclonal
L) || DEN I £t A0Sy

5. Ghiduri de tratament conflictuale (remdesiviO2 Yy ¥t A Ol dzf NBO2YlF YRNNAE 2NJ ha{ UA

6.  Studii¥ N&@luarelotului de control femdesivir anticorpi monoclonali L)t | DN @ £t A O0Sy (i N

7. 10aSyiul OKAFNJUA | RFEFGSE2NI RS aidzRAdz LINBAYLINRAYIFGS RAA



AvdzSauA2YY L K2dzf RYyQu ¢S 6Lt Al TFT2NJ Y?Z
FY20KSNJ YSRAOAYS GKFO YlIeé y2i0 ¢2N]

AAnswer. Making a risk/benefit decision at this time, with the c_urrentl%/ _
avallable data showing consistent high efficacy and safety with mortality
benefits from 24 controlled trials, would far exceed the strength and
validity of the rationales used to adopt the entirety of currently employed
therapeutics in COVHDO given all were adopted in the setting of either: I.
Weak clinical impacts measureddmdesivirmonoclonal antibodies,
convalescent plasma), Il. High cofReihdesivirmonoclonal antibodies,
convalescent plasma, vaccines) lll. Significant adverse effeetsdesivir
vaccines), IV. Weak, conflicting, or rexisting evidence bases to support
use f(i?e|fnde3|v;rmonoclo_nal_antlbodles, convalescent plasma), V.
Conflicting treatment guideline®kemdesivic WHO and NIH o
recommendations conflict) VI. Ngveer reviewed studieRemdesivir
monoclonal antibodies, convalescent plasma) VII. Absence of even pre
print study data available for wider scientific review (vaccines)



Rel awiile dintre hipertensiunea arter
COVID-19

AMecani smele care stau |l a baza relaHi il o19spmdt en™Hi al e

necunoscute

A Dar, lu©n d n considerare rol ul | mportant al SRA/JECA2 7|

ca disregularea sistemului st fie I mportant

A Sa presupus ct tratamentul hipertensiunii arCoe2 i al e

de ECA2, deter mi n@hd cdoe zivnohlitbarteoar ibiolEGA pot fi- dtunt

CoV-2L,

ATottHnu exi sttt dovezi <cl|l arEEsabt BRAI| ¢ a adcgd alreml®b [EtCARI |”

"Hesuturile umane

ASe pare ct, “n modelele experimental e2 BRA pot avea

1. Kuster GM et al. Eur Heart J 2020. https://doi.org/10.1093/eurheartj/ehaa235

1. Danser AHZXt al., Hypertensior2020: https://doi.org/10.1161/HYPERTENSIONAHA.120.15082



Take home messages

P a c i eurfatiorii de risc cardiovasculari Hboli cardiovascularestabiliter e p r e @pi onpt utlvai"Hinee ratangiic I©Otsdu f der L
COVID-19;

P a c i eune4iiniicardiace” wontextul COVID -19 au un risc crescutde morbiditate 'Hmortalitate;
Patobiologiai n f eauddirosavirusi mp | SARSRCoV-2 care sel e algBECA2 a receptorului g a z gehtru a mediaintrarea ” n
celule

ECA2, careestee x pr i mpt £ m® mi Fhkase, esteun elementcheieal SRA cu un rol important ~ fiziopatologia bolilor
cardiovasculare

Bolile cardiovasculare asociatecu COVID-19, i mp | grobabil dereglareaa c t i vsistenwlidliSRA/ECA2 din cauzai nf ec "Hi e
SARSCoV-2 Hdin cauzac o mo r b i dcunt at fiHhiperiensiuneaar t e;r i al L

Patologiac ar di o v patefu undendmenprimar ~ wadrul COVID -19, dar poatefi s e ¢ u nuhei keZiuni pulmonare acute,
ceeaceducelacr e Hper ¢ @ r caediaceélp o t e priblemdticelapaci eunCHiriee xi; st ent L

Furtuna c i t o k cam provine din dezechilibrul a ¢ t i ®elulelor T cu eliberaread e z r e gauntedetikinei IL -6, IL-17 Hi
altor citokine, poate contribui la dezvoltareabolilor cardiovasculare” &OVID -19. Dozareall -6 ester e a | tuzs@ptdrapeutic;

Celemai frecventec o mp | cacdecélindlud aritmile ( f i b rait|ratditakdiav e nt r i Kfuilbarrvie a tHr a denmdnear £ ) ,
cardimaoicafdi mktilians$ uf icair @n "dic L

Activarea sistemului imun = mpr eaumto d i f i imdnometat®lismului pot duce la instabilitatea p | £ contiibuind la
dezvoltareaevenimentelorcoronariene acute Carer e pr ead anu@d mudeldeceslap a c i €@QVH-19. Cu toate acestea,
dovadae f i c iP@I pridaripentru infarctul miocardic detip 2°~ timpul patologieivirale acuteestel i mi;t at t



