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Figure 3 Cardiovascular involvement in COVID-19 - key if ions and hyp
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SARS-CoV-2 anchors on trans-membrane ACE2 to enter the host cells including type-2 pneumocytes, macrophages, endothelial cells, pericytes and cardiac myocytes leading to
inflammation and multi-organ failure. Infection of endothelial cells or pericytes s of particular importance because this could lead to severe microvascular and macrovascular dysfunction.
In addition, immune over-reactivity can potentially destabilize atherosclerotic plaques and explain the development of acute coronary syndromes. Infection of the respiratory tract,
particularly type-2 peumocytes, by SARS-CoV-2 is by the progression of systemic i and immune cell over-activation leading to “cytokine storm, resulting in
increased levels of cytokines such as IL-6, IL-7, IL-22 and CXCL10. Subsequently, it is possible that activated T cell and macrophages may infiltrate infected myocardium resulting in the
development of fulminant myocarditis and severe cardiac damage. This process may be further intensified by a cytokine storm. Similarly, the viral invasion may cause cardiac myocyte
damage directly leading to myocardial dysfunction and contribute to the development of arrhythmias. From Guzik et al, COVID-19 and the cardiovascular system - implications for risk
assessment, diagnosis and treatment options. Cardiovasc Res,, 2020, doi: 10.1093/cvricvaal06.?




Indikacie ku hospitalizacii

* Tazky celkovy stav

*  Pneumonia

e Zavazna komorbidita, imunosupresia
 Nemoznost izolacie doma zo socialnych dovodov

e Saturacia 02<93% bez oxygenoterapie
Dychova frekvencia > 24/min
Srdcova frekvencia >120/min



Vysetrenia pri prijme

* Pulzna oxymetria

 VySetrit zdkladné biochemické a hematologické parametra,
index neutrofily/lymfocyty

* VySetrit panel biomarkerov ku stratifikacii rizika pacientov —
IL — 6, CRP, prokalcitonin, , kardialny troponin |, D- diméry,
fibrinogén, dalsie podla dostupnosti.

* Prietokova cytometria, hladina vitaminu D3

* VysSetrit USG pluc, event RTG plic — v pripade pozitivnheho
nalezu vysetrenie HRCT pluc

. 23/ pripade nalezu pneumaonie stratifikacia rizika podla CURB
5

* |né vysetrenia podla potreby



Biomarkery

* CRP pri zvySeni nad 20 — 30 mg/I je podozrenie na
baktériovu/mykoticku supreinfekciu, hranica
priazniva/nepriazniva progndza je 60 mg/I.

* Prokalcitonin nad 0,4 - 0,5 ng/ml, mozna bakteridlna
superinfekcia, organova dysfunkcia

* Interleukin 6 - stredne tazké formy zvySeny na 10- 20
pg/ml, tazké formy 20 — 40 pg/ml. Vyssie hodnoty
znamenaju sekundarnu infekciu.

* D-diméry, pri hodnote > 1,0 mg/| mortalita prudko stupa,
najsilnejsi nezavisly prediktor mortality

* Kardialny troponin I - Tnl > 10 pg/ml = kardidlna dysfunkcia,
u tazkych foriem Tnl = 30 pg/ml

* Feritin stredne tazké formy >300 pg/L, zdvazné formy s
vysokou mortalitou vzostup >1000 pg/L
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Correlation of Chest CT and RT-PCR Testing in
Coronavirus Disease 2019 (COVID-19) in China: A
Report of 1014 Cases

Tao Ai*, "“"Zhenlu Yang*, Hongyan Hou, Chenao Zhan, "“'Chong Chen, "“'Wenzhi Lv, "*'Qian Tao, Ziyong
Sun, “'Liming Xia

* Tao Ai and Zhenlu Yang contributed equally to this work.
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Liecba COVID 19

* Rozhoduijuci je kyslik — suplementacia, High flow, UPV
* liek s overenou autorizaciou v SPC — remdesivir

* Klinické data pre zlepsSenie prezivania — dexametazon
* Klinické data pre profylaxiu - polyoxidonium

* Hydroxichlorochin, chlorochin — zlyhanie rezimov

* Lopinavir ritonavir nejednoznacné udaje

 Parcialne udaje viacero lieCiv — favipiravir, arbidol,
polyoxidonium

* Prebieha velké mnozstvo klinickych studii
e Existuju retrospektivne data SARS a MERS



REMDESIVIR FOR THE TREATMENT OF COVID-19
PICO AND EVIDENCE GAPS
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Table 2.1. Assessment scope: relevant PICO(s) identified for the planned assessment.

Description Assessment scope
PICO
Population Adults (aged > 18 years) and adolescents (aged 12 years and older with body weight
at least 40 kg) hospitalized with confirmed COVID-19 pneumonia
) Remdesivir plus standard of care/supportive treatment® (may include other drugs that
Intervention potentially also change the course of the disease, such as dexamethasone)
. Standard of care/supportive treatment* (may include other drugs that potentially also
Comparison change the course of the disease, such as dexamethasone)
. . Relative
Outcomes Clinical effectiveness Rate .
importance
All-cause mortality 9 critical
Time to recovery (using an Ordinal Scale for Clinical 6 . Hant
Improvement, e.g. WHO) Importan
Clinical improvement; using difference of stage on Ordinal 6 important
Scale for Clinical Improvement, e g. WHO)
Additional need for non-invasive ventilation or high-flow 8 critical
oxygen
Duration of non-invasive ventilation or high-flow oxygen, in 7 critical
patients requiring it
Additional need for invasive mechanical ventilation or ECMO 8 critical
Duration of invasive mechanical ventilation or ECMO, in 7 critical
patients requiring it
Length of stay (hospital and critical care unit) 5 important
Safety
Adverse events 6 important
Serious adverse events 8 critical
Adverse events leading to treatment discontinuation 7 critical
Treatment-related mortality 9 critical

# Standard of care may

include, but is not limited to, supplemental oxygen or ventilatory support, dexamethasone,

pharmacological thromboprophylaxis, empiric/targeted antimicrobial therapy, hemodynamic suppert, renal replacement
therapy, investigational agents, other supportive measures.




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Compassionate Use of Remdesivir
for Patients with Severe Covid-19

J. Grein, N. Ohmagari, D. Shin, G. Diaz, E. Asperges, A. Castagna, T. Feldt,
G. Green, M.L. Green, F.-X. Lescure, E. Nicastri, R. Oda, K. Yo, E. Quiros-Roldan,
A. Studemeister, J. Redinski, S. Ahmed, J. Bernett, D. Chelliah, D. Chen,

S. Chihara, S.H. Cohen, J. Cunningham, A. D’Arminio Monforte, S. Ismail,

H. Kato, G. Lapadula, E. L’'Her, T. Maeno, S. Majumder, M. Massari,

M. Mora-Rillo, Y. Mutoh, D. Nguyen, E. Verweij, A. Zoufaly, A.O. Osinusi,

A. DeZure, Y. Zhao, L. Zhong, A. Chokkalingam, E. Elboudwarej, L. Telep,

L. Timbs, I. Henne, S. Sellers, H. Cao, S.K. Tan, L. Winterbourne, P. Desai,

R. Mera, A. Gaggar, R.P. Myers, D.M. Brainard, R. Childs, and T. Flanigan
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Articles .

Remdesivir in adults with severe COVID-19: a randomised,
double-blind, placebo-controlled, multicentre trial

Yeming Wang*, Dingyu Zhang*, Guanhua Du*, Ronghui Du*, fianping Zhao*, Yang Jin*, Shouzhi Fu*, Ling Gao*, Zhenshun Cheng*, Qiaofa Lu*,

Yi Hu*, Guangwei Luo*, Ke Wang, Yang Lu, Huadong Li, Shuzhen Wang, Shunan Ruan, Chengging Yang, Chunlin Mei, Yi Wang, Dan Ding, Feng Wu,
Xin Tang, Xianzhi Ye, Yingchun Ye, Bing Liu, Jie Yang, Wen Yin, Aili Wang, Guohui Fan, Fei Zhou, Zhibo Liu, Xiaoying Gu, Jiuyang Xu, Lianhan Shang,
Yi Zhang, Lianjun Cao, Tingting Guo, Yan Wan, Hong Qin, Yushen Jiang, Thomas Jaki, Frederick G Hayden, Peter W Horby, Bin Cao, Chen Wang

Summary

Background No specific antiviral drug has been proven effective for treatment of patients with severe coronavirus
disease 2019 (COVID-19). Remdesivir (GS-5734), a nucleoside analogue prodrug, has inhibitory effects on pathogenic
animal and human coronaviruses, including severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) in vitro,
and inhibits Middle East respiratory syndrome coronavirus, SARS-CoV-1, and SARS-CoV-2 replication in animal
models.

>@% ®

Lancet 2020; 395:1569-78
Published Online

April 29, 2020

https:/ /doi.org/10.1016/
S0140-6730(20)31022-9
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Figure 2: Time to dinical improvement in the intention-to-treat population
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The NEW EMNGLAND JOURMNAL of MEDICINE

ORIGINAL ARTICLE

Remdesivir for the Treatment of Covid-19
— Final Report

J.H. Beigel, K.M. Tomashek, L.E. Dodd, A.K. Mehta, B.S. Zingman, A.C. Kalil,
E. Hohmann, H.Y. Chu, A. Luetkemeyer, S. Kline, D. Lopez de Castilla,
R.W. Finberg, K. Dierberg, V. Tapson, L. Hsieh, T.F. Patterson, R. Paredes,
D.A. Sweeney, W.R. Short, G. Touloumi, D.C. Lye, N. Ohmagari, M. Oh,
G.M. Ruiz-Palacios, T. Benfield, G. Fitkenheuer, M.G. Kortepeter, R.L. Atmar,
C.B. Creech, J. Lundgren, A.G. Babiker, 5. Pett, |.D. Neaton, T.H. Burgess,
T. Bonnett, M. Green, M. Makowski, A. Osinusi, 5. Nayak, and H.C. Lane,
for the ACTT-1 Study Group Members*

ABSTRACT

EACKGROUND

Although severa! therapeutic agents have been evaluated for the treatment of coro-
navirus disease 2019 (Covid-19), no antiviral agents have yet been shown to be
efficacious.

METHODS

We conducted a double-blind, randomized, placebo-controlled tria! of intravenous
remdesivir in adults who were hospitalized with Covid-19 and had evidence of
lower respiratory tract infection. Patients were randomly assigned to receive either
remdesivir (200 mg loading dose on day 1, followed by 100 mg daily for up o
9 additional days) or placebo for up to 10 days. The primary outcome was the time
to recovery, defined by either discharge from the hospital or hospitalization for
infection-contro! purposes only.

RESULTS

The authors' full names, academic de-
grees, and affiliations are listed in the
Appendix. Address reprint requests to
Dr. Beigel at the National Institute of Al-
lergy and Infectious Diseases, Mational
Institutes of Health, 5601 Fishers Ln.,
Rm. 7EGQ, MSC 9826, Rockville, MD
208920826, or at jbeigelg@niaid.nih.gov.

*4 complete list of members of the
ACTT-1 Study Group is provided in the
Supplementary Appendix, available at
ME|M._org.

A preliminary version of this article was
published on May 22, 2020, at ME|M_org.
This article was published on October 8,
2020, at ME]M.org.
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Mo. of

Subgroup Patients Recovery Rate Ratio (35% CI)
All patients logZz | et 129 {1.12-1.49)
Geographic region !
Maorth America 47 | —— 130 (1.10-1.53)
Europe 163 — . 1.30 {0.91-1.87)
Asiz 52 £ : * } 136 [0.74-2.47)
Raca i
White 564 | — 129 {1.06-157})
Black 216 : = 175 {0.91-1.73)
Asian 135 : : 4 Lo? [0.73-158)
Other 135 ! . 168 (1.10-2.58)
Ethnic group |
Hispanic or Lating 250 i—i—'—! 128 {0.94-1.73)
Mot Hispanic or Lating 755 | 131 (1.10-1.55)
Age !
18 to<d0yr 119 i ; = - 195 [1.28-2.97)
40 to <65 yr 554 —E—-—l 119 {0.98-1.44)
FYAT 3z !—-—‘- 1.79 [1.o0-1.67)
e |
Male 684 | —e— 130 {1.09-1.56)
Femnale 278 i'—-—t 131 {1.03-1.6&)
Symptoms duration '
<10 days 676 i . 137 [1.14-1.64)
=10 days 383 —_— 120 {0.94-15Z)
Bzseline ordinzl score !
4 (not receiving agrgen) 135 i i = | 1.29 {0.91-1.83)
5 (recaiving aygen) 435 ! —— 145 {1.18-1.749)
& (receiving high-flow coygen or 191 ; = 1.09 {0.76-1.57)
nonimasive mechanical ventilation) i
7 (recaiving mechanical ventilation or ECMO) 285 -' 4 098 {0.70-136)
ﬂ-.lﬂ l:l.ll‘-n 1.::-:} I.ID-:} 3.-;]0
Placebo Better Remdesivir Better

Figure 3. Time to Recovery According to Subgroup.

The widths of the confidence intervals have not been adjusted for multiplicity and therefore cannot be used to infer treatment effects.
Race and ethnic group were reported by the patients.




Table 3. Additional Secondary Outcomes.

Remdesivir Placebo Rate Ratio
[N=541) [N=521} [95% CI)
Median time to clinical improvement [95% CI) — days
Improvement of one category on ordinal scale 7.0 (6.0 to 8.0) 9.0 (8.0 to 11.0) 123 (L0 to 1.41)
Improvement of two categories on ordinal scale 11.0 (10.0 to 13.0) 14.0(13.0 to 15.0) 139 (112 to 1.48)
Discharge or Mational Early Warning Score <32 for 24 he® B0 ([7.0to9.0) 12.0 (100 to 15.0) 127 (L10to 1.46)
Difference [95% Cl)
Hospitalzation
Median duration of initial hospitalization [IQR) — dayst 12 (6 to 28) 17 (8 to 28) 5.0 -7.7 to-2.3)
Median duration of initial hospitalization among those who did 10 (5 to 21) 14 [7 to 27) —4.0 -6.0 to-2.0)
not die (IQR) — days
Patients rehospitalized — % (95% C1) 5@3toT) 3[2to3) 2 percentage points
(0t 4)
Cheygen
Median days receiving cuxygen if receiving cxygen at baseline (IQR) 13 (5 to 28) 21 (8 to 28) 8.0 F11.8to-4.3)
Mew use of oxygen
Mo. of patients|total no. 2775 28/63
Percent of patients (95% CI) 36 (26 to 47) 44 (33 to 57) -& 24 to B)
Meadian days receiving coygen (IQR) 4 (2to 12) 5.5 (1to 15) -1.0(-7.6to 5.6)
Meninvasive ventilation or high-flow mcygen
Median days of noninvasive ventilation or high-flow mygen use 6 (3 to 18) 6 (3 to 16) 0 (-1.6to L&)
during study if receiving these interventions at baselina
(1QR]
Mew uze of new noninvasive ventilation or high-flow cxygen use
during the study
Mo. of patients|total no. 52307 64256
Percent of patients (95% CI) 17 (13 to 22) 24 (19 to 30 -7 [-14to-1)
Meadian days of use during the study (IQR) 3 (1to 10.5) 4 (210 23.5) -1.0 [-4.0to 2.0)
Mechanical ventilation or ECMO
Median days of mechanical ventilation or ECMO during study 17 (9 to 28) 20 (8 to 28) -3.0(-93t03.3)
if receiving these interventions at baseline (IQR)
Mew use of mechanical ventilation or ECMO during study
Mo. of patients/total no. 52402 82/364
Percent of patients (95% CI) 13 (10to 17) 23 (19to 27} =10 (-15to -4)
Madian days of use during the study [IQR) 21.5 (9 to 28) 23 (12 to 28) 1.0 [-6.0 to B.0)

# The National Early Warning Score includes six physiclogical measures; total scores range from 0 to 20, with higher scores indicating greater
climical risk.
1 The duration of initial hospitalization for patients who died was imputed as 28 days.



Remdesivir ACTT-1 Clinical Trial Results Published in NEJM
A Randomized, Double-blind, Placebo-controlled Phase 3 Study (1,062 patients)

Key Efficacy
Endpoints

Recovery
Time
(primary endpoint)

Clinical Status &

Disease Progression
(secondary endpoints)?

Mortality

Impact
(secondary endpoint)

® Mild & Moderate @ Severe (86% of patients in trial)

Hospitalized, Hospitalized, Low-flow oxygen support i Hospitalized, High-flow oxygen support including
no oxygen support n=138' n=435' i jnvasive mechanical support n=478'

Reduced Time to Recovery by 5 Days (p<0.001)3
Reduced Time to Recovery by 7 Days in Severe Patients*

Increased Clinical Improvement by 50% (p<0.001)¢

Reduced Need for Higher Levels of Respiratory Support>
43% Fewer Patients Started Invasive Mechanical Ventilation’

Non-statistically Significant Trend Towards Reduced Mortality? (27% reduction, p=0.07)

Reduced Mortality by 70% (statistically

significant) in Low-Flow Oxygen Patients®



Remdesivir - indikacie

* Pacient starsi ako 12 rokov s infekciou COVID 19 a
pneumoniou vyzadujucou oxygenoterapiu



Fnuiivanie remdesiviru na infekcnych klinikdch/oddeleniacha reprofilizovanych oddeleniach pre
liecbu pacientov s COVID 19.

Remdesivir je podla SPC indikovany pre liecbu pacientov s dokumentovanou infekciou SARS COV-2,
ktori maju dokumentovani pneumoniu a ktori vyZaduju oxygenoterapiu, ¢o je spojené s poklesom
p02 pri poufiti pulznej oxymetrie pod 92%. Lie¢bu je potrebné indikovat v sdlade s SPC preparatu
Veklury, ktory obsahuje ucinnu latku remdesivir

Remdesivir je v sucasnosti dostupny na 3 pracoviskach —v UNB Bratislava — KIGM Nemocnica
Kramare, FN FDR Banska Bystrica, infekéné oddelenie, UNLP Kosice — KICM.

Indikacia pre pouzitie remdesiviru je posudzovana

1. prim. MUDr. Alena Ko3calova, KICM UNB Bratislava — e- mail alena.koscalova@gmail.com tel.
0903 214 821

2. prim. MUDr. Diana Volosinova, PhD., MBA — infekéne oddelenie FDR Banska Bystrica — e mail
volosinovad@gmail.com, tel. 0908 236 672

3. prof. MUDr. Pavol Jaréuska, PhD. — KICM UNLP Kosice - e mail jarcuska@gmail.com, tel. 0903
738 133, 055 615 2202.




Ku schvaleniu Ziadosti je potrebné telefonicky konzultovat jedného z vyssie uvedenych lekarov,
odoslat e- mail so zakladnymi ddajmi o pacientovi vratane pristupu do PACS, event. Scan CT snimky
pacienta.

V pripade indikacie dojde ku schvaleniu Ziadosti s podanim remdesiviru. Sucasne sa urdi dlzka liecby
v trvani 5 alebo 10 dni, pricom sa logistika zabezpelenia remdesiviru pre pracovisko, ktoré ho
poZaduje.

Od buduceho tyzdna bude remdesivir dostupny na infektologickych klinikach a oddelniac
nasledujucich nemocnic:

UNB Bratislava, FN Nitra, FN Trnava, FN Trencin, UN Martin, FN Ruzomebrok, FN FDR Banska Bystrica,
Vseobecna nemonica Lucenec n.o., FN presov, UNLP|Kosice, Nemocnica Svet zdravia Michalovce.



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

Running title: Dexamethasone for COVID-19 - Preliminary Report

RECOVERY Collaborative Group*

*The writing committee and trial steering committee are listed at the end of this manuscript and
a complete list of collaborators in the Randomised Evaluation of COVID-19 Therapy

(RECOVERY) trial is provided in the Supplementary Appendix.

Correspondence to: Dr Peter W Horby and Dr Martin J Landray, RECOVERY Central



Table 2: Effect of allocation to dexamethasone on main study outcomes

Treatment allocation

Dexamethasone Usual care
(n=2104) (n=4321) RR (95% CI) p-value
Primary outcome:
28-day mortality 454 (21.6%) 1065 (24.6%) 0.83 (0.74-0.92) <0.001
Secondary outcomes:
Discharged from hospital within 28 days 1360 (64.6%) 2639 (61.1%) 1.11 (1.04-1.19) 0.002
Receipt of invasive mechanical ventilation or death* 425/1780 (23.9%) 939/3638 (25.8%) 0.91 (0.82-1.00) 0.049
Invasive mechanical ventilation 92/1780 (5.2%) 258/3638 (T.1%) 0.76 (0.61-0.96) 0.021
Death 360/1780 (20.2%) 787/3638 (21.6%) 0.91 (0.82-1.01) 0.07

RR=Rate Ratio for the outcomes of 28-day mortality and hospital discharge, and risk ratio for the outcome of receipt of invasive mechanical
ventilation or death (and its subcomponents). Estimates of the RR and its 95% confidence interval are adjusted for age in three categories
(<70 years , 70-79 years, and 80 years or older). * Analyses exclude those on invasive mechanical ventilation at randomization.



c) Oxygen only (n=3883) d) Invasive mechanical ventilation {n=1007)

50 S 50 5
RR 0.80 (95% C1 0.70-0.92) RR 0.65 {95% Cl 0.51-0.82)

p=0.002 =000

U=sual care

0 - T T T 1
1] 7 14 21 28
Number at risk: Days since randomizabon
Dexamethasone 1278 1107 1004 Tl | a0 324 248 230 224

280
Usual care 2604 2182 1085 1580 1832 883 560 474 418 3ge
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Association of Vitamin D Deficiency and Treatment
with COVID-19 Incidence

David O Meltzer, Thomas J Best, Hui Zhang, Tamara Vokes, Vineet Arora, Julian Solway

PMID: 32511549 PMCID: PMC7274230 DOI: 10.1101/2020.05.08.20095893
Free PMC article

Abstract

Importance: Vitamin D treatment has been found to decrease incidence of viral respiratory tract

infection, especially in vitamin D deficiency. It is unknown whether COVID-19 incidence is associated
with vitamin D deficiency and treatment.

Objective: To examine whether vitamin D deficiency and treatment are associated with testing
positive for COVID-19.
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32 (19%
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10 (11%) 10 (12%)
0to19.9 20to 29.9 30to 39.9 40 to 100
Most recent vitamin D level prior to COVID-19 test*

m COVID-19 positive test ® No COVID-19 positive test

*Shown are the last vitamin D levels between 1 year before and 14 days before COVID-19 test
orders (N=489 distinct patients). Seven levels are in pg/ml from a test of 1,25(0OH),-vitamin D
and the remainder are in ng/ml from a test of 25(0OH)-vitamin D.




Table 4. Bivariate analysis of most recent active vitamin D treatment before most recent vitamin D level at least 14
days before COVID-19 test order and whether that level was <20 ng/ml, among patients with a diagnosis of vitamin
D deficiency within 2 years or a level <20 ng/ml.

Most recent active vitamin D | Total Vitamin D Deficient
treatment before most patients (Most recent vitamin D in
recent vitamin D level past year <20 ng/ml)

N N %
No Vitamin D 139 a7 63
1-1000 IU D3/Multivitamin 92 50 54
20001U D3 38 13 34
3000+ 1U D3 25 15 21
D2 107 73 68
Calcitriol 5 3 60
Total 406 241 59

Fisher's exact test p= 0.009




Table 1. Results of vitamin D randomized controlled trials (RCTs) on risk of influenza.

Baseline Vitamin D Influenza Cases in Out
Country Population 25(0OH)D Dose Vitamin D, Placebo utcome Ref
(ng/mL) (ru/d) Arms
Type A: RR =0.58
Type A: 18/167; 31/167. .~ ]
If not taking vitamin ﬁi’:t{ﬂijﬂ?:ﬁfnﬁi’
Japan SChOc;}ﬁlédmn N/A 0, 1200 8]?123&;;;?6 oljlqun]tgj‘ D before enrollment,  [52]
e ' 39/167; PP RR=036(95% (I,
28/167 0.17 to 0.79);
no effect for Type B
High school
students
. . ’ Type A, RR=1.11
Japan including many N/A 0, 2000 20/148; 12/99 o ’ [54]
vaccinated against (95% 1,057 to 2.18)
influenza
Diff. in influenza A
viral load, high vs.
. low vitamin D on day A
China Infants, 3-12 mos 17 400, 1200 1 of illness: 1.3 + 0.5 [53]
vs. 45+ 1.4 x 10°
copies/mL
223 patients
. 8/115; RR = 1.25 (95% (I, _
Japan with IBD, 23-24 0, 500 6/108 0.45 to 3.49) [55]
mean age 45 yrs
. Children aged 0, 14,000 50/650; HR = 1.18 (95% (I,
Vietnam 3-17 yrs 26 fwk 43/650 0.79 to 1.78) [56]

Note: 95% confidence interval (95% CI); day (d); hazard ratio (HR); inflammatory bowel disease (IBD); months

(mos); not available (N/A); relative risk (RR); upper respiratory tract infection (URTI); week (wk); years (yrs).



EXPERIENCE OF PREVENTING NEW CORONAVIRUS INFECTION (COVID-19)
AMONG HEALTHCARE WORKERS

VAVILOVA VP ' VAVILOV AM ' PEREVOCHIKOVA N K ' TSARKOVA SA ? PIVOVAR Ol ' KLIMOVA Il 3

'Kemerovo State Medical University of the Ministry of Healthcare of Russia

2Urals State Medical University of the Ministry of Healthcare of Russia

*Novokuznetsk State Institute of Advanced Medical Studies - branch of Russian Medical Academy of
Continuing Professional Education of the Ministry of Healthcare of Russia

The aim of the study was to assess the prophylactic efficacy of Polyoxidonium in
healthcare workers working with COVID-19 patients.

Material and methods. The main group (n=100) included healthcare professionals
who received Polyoxidonium 12 mg tablets (sublingually) once a day for 30 days. The
control group (n=50) included healthcare professionals who did not receive drug
prophylaxis. The number of ARVI and COVID-19 diseases was assessed in both
groups over the treatment period. Lysozyme activity and secretory immunoglobulin A
(slgA) content in the nasal secretion were evaluated. We used several medical scales
for the assessment of anxiety and depression.



Table 3. The incidence of ARVI in the groups of healthcare providers who work with patients with
COVID-19 during the study (n = 150)

Incidence of ARVI ONE MONTH BEFORE | The treatment-emergent incidence of
THE STUDY in the compared groups who ARVI (azoximer bromide)
received prophylaxis (azoximer bromide)
Parameters Group of | Significance Group of —
Control |prophylaxis with of the Control prophylaxis S|g2;ﬂtu|:_laence
group azoximer differences, group with azoximer| .
. - differences, p
bromide p bromide
MIGRIENGOOf ALY 6 8 0.8559 8 0 <0.0001
(%0)
Incidence of
4 4 : 4 0001
COVID-19 (%) 0.6688 0 <0.000
Combined
incidence of ARVI 10 12 0.7582 12 0 <0.0001
and COVID-19 (%)

[Note: control (%) — n = 50; group of prophylaxis with azoximer bromide — n = 100.




Efficacy from clinical trials in China further supports use of
Favipiravir in COVID-19

Variables Favipiravir group  Arbidel group
Total patients (N=116) (N=120)
Recovered. n (%) 71(61.21) 62 (51.67)
(N=29§) (N=111)

Ordinary patients

Recovered. n (%) 70 (71.43) 62 (55.86)
Critical patients (N=18) (N=9)
Recovered, n (%0) 1(5.56) 0 (0.00)
Patients with hypertension and/or diabetes N=42) N=35)
Recovered, n (%) 23 (54.76) 18 (51.43)

Effectiveness was better in the patients treated with Favipiravir (clinical recovery rate of day 7 was



_
Elimination of SARS-CoV-2 by Study Day
100 p-value = 0.018 = 0155 |

Day 10



Povolenia MZ SR na terapeutické pouzite liekov v neschvalenej indikacii infekcie COVID-19

[
e 4a Avigan, Remdesivir do 31.10.2020
v

e 4 Lopinavir and Ritonavir do 30.9.2020
o ™2 Chloroquine do 30.9.2020
o 8 RoActemra do 30.9.2020
e 75 RoActemra do 30.9.2020

Ribavirin 200 mg Ribavirin 400 mg do 30.9.2020
Plaguenil do 30.9.2020
MD Ribavirin do 30.9.2020
e aMD Plaguenil do 30.9.2020
MD Kaletra IntronA do 30.9.2020
MD Darunavir Ritonavir do 30.9.2020
Lopinavir/Ritonavir Mylan do 30.9.2020
Kaletra do 30.9.2020
. B?S Darunavir Mylan Ritonavir do 30.9.2020

iR R R R R R R g

Navrh na rozdelenia liekov pre jednotlivé pracoviska
Navrh na rozdelenia lieku IntronA na zaklade Povolenia na terapeutické pouzitie registrovaného lieku
Navrh na rozdelenia lieku RoActemra na zaklade Povolenia na terapeutické pouZitie registrovaného lieku



