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I. Zweckmäßige Vergleichstherapie: Kriterien gemäß 5. Kapitel § 6 VerfO G-BA 

Remdesivir 
Behandlung von Erwachsenen mit COVID-19 

Kriterien gemäß 5. Kapitel § 6 VerfO 

Sofern als Vergleichstherapie eine Arzneimittelanwendung in  
Betracht kommt, muss das Arzneimittel grundsätzlich eine 
Zulassung für das Anwendungsgebiet haben. 

Siehe Übersicht „II. Zugelassene Arzneimittel im Anwendungsgebiet“ 

Sofern als Vergleichstherapie eine nicht-medikamentöse 
Behandlung in Betracht kommt, muss diese im Rahmen der 
GKV erbringbar sein. 

nicht angezeigt 

Beschlüsse/Bewertungen/Empfehlungen des Gemeinsamen 
Bundesausschusses zu im Anwendungsgebiet zugelassenen 
Arzneimitteln/nicht-medikamentösen Behandlungen 

- Remdesivir, Beschluss über die Nutzenbewertung nach§ 35a SGB V vom 16. September 2021. 

Die Vergleichstherapie soll nach dem allgemein anerkannten 
Stand der medizinischen Erkenntnisse zur zweckmäßigen 
Therapie im Anwendungsgebiet gehören. 

 
Siehe systematische Literaturrecherche 
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II. Zugelassene Arzneimittel im Anwendungsgebiet 

Wirkstoff 
ATC-Code 
Handelsname 

Anwendungsgebiet 
 

Zu bewertendes Arzneimittel: 

Remdesivir 
J05AB16 
Veklury® 

Anwendungsgebiet laut Zulassung:  
Veklury wird angewendet zur Behandlung der Coronavirus-Krankheit 2019 (COVID-19) bei: 
• Erwachsenen und Jugendlichen (im Alter von 12 bis unter 18 Jahren und mit einem Körpergewicht von mindestens 40 kg) mit einer 
Pneumonie, die eine zusätzliche Sauerstoffzufuhr erfordert (Low- oder High-Flow Sauerstofftherapie oder eine andere nicht-invasive Beatmung 
zu Therapiebeginn) 
• Erwachsenen, die keine zusätzliche Sauerstoffzufuhr benötigen und ein erhöhtes Risiko haben, einen schweren COVID-19-Verlauf zu 
entwickeln. 

Dexamethason 
H02AB02 
Dexa inject 
JENAPHARM® 

Dexa 4/8/40/100 mg inject JENAPHARM wird angewendet zur Behandlung der Coronavirus-Krankheit 2019 (COVID-19) bei Erwachsenen und 
Jugendlichen (im Alter von mindestens 12 Jahren und mit einem Körpergewicht von mindestens 40 kg), die eine zusätzliche Sauerstoffzufuhr 
erfordert. 

Casirivimab/ 
Imdevimab 
N/N 
Ronapreve® 

- Behandlung einer Coronavirus-2019-Erkrankung (COVID-19) bei Erwachsenen und Jugendlichen ab 12 Jahren mit mindestens 40 kg 
Körpergewicht, die keine zusätzliche Sauerstofftherapie benötigen und bei denen ein erhöhtes Risiko für einen schweren Verlauf von 
COVID-19 besteht. 

- Prophylaxe von COVID-19 bei Erwachsenen und Jugendlichen ab 12 Jahren mit mindestens 40 kg Körpergewicht. 

Regdanvimab 
N/N 
Regkirona® 

Regdanvimab wird angewendet zur Behandlung von Erwachsenen mit bestätigter Coronavirus-2019-Erkrankung (COVID-19), die keine 
Sauerstoffsubstitution benötigen und ein erhöhtes Risiko für einen schweren Verlauf der COVID-19-Erkrankung haben. 

Sotrovimab 
N/N 
Xevudy® 

Xevudy ist zur Behandlung von Erwachsenen und Jugendlichen (ab 12 Jahren und mit einem Körpergewicht von mindestens 40 kg) mit einer 
Coronavirus-Krankheit-2019 (coronavirus disease 2019, COVID-19) indiziert, die keine Sauerstoff-Supplementierung benötigen und ein erhöhtes 
Risiko für einen schweren Krankheitsverlauf von COVID-19 haben 

Quellen: AMIce-Datenbank, Fachinformationen 
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Abkürzungsverzeichnis 
ARDS Acute Respiratory Distress Syndrome 
AWMF Arbeitsgemeinschaft derwissenschaftlichen medizinischen Fachgesellschaften 
CoV Coronavirus 
COVID-19 Coronavirus Disease 2019 
ECMO Extracorporeal Mechanical Oxygenation  
ECRI ECRI Guidelines Trust 
G-BA Gemeinsamer Bundesausschuss 
GIN Guidelines International Network 
GoR Grade of Recommendations 
GRADE Grading of Recommendations, Assessment, Development and Evaluation  
HFNC High-Flow Nasal Cannula 
HR Hazard Ratio 
ICU Intensive Care Unit 
IDSA Infectious Diseases Society of America 
IQWiG Institut für Qualität und Wirtschaftlichkeit im Gesundheitswesen  
KI Konfidenzintervall 
LoE Level of Evidence 
MAGICapp Making GRADE the Irresistible Choice  
MD Mean Difference 
MERS Middle East Rrespiratory Syndrome  
nCOV-2019 novel Coronavirus-2019 
NICE National Institute for Health and Care Excellence  
NIPPV Non-Invasive Positive Pressure Ventilation  
NMBA Neuromuscularblocking agents 
OR Odds Ratio 
PEEP Positive Endexpiratory Pressure 
Ppla Plateau pressures 
RCT Randomized Controlled Trial 
ROB-2 Risk of bias tool 2 
ROBINS-I Risk of Bias Instrument for Non-randomized Studies – of Interventions  
RR Relatives Risiko 
SARS-CoV-2 Severe Acute Respiratory Syndrome Coronavirus 2  
SIGN Scottish Intercollegiate Guidelines Network 
SpO2 percentage of oxyhemoglobin saturation  
SSC Surviving Sepsis Campaign 
TRIP Turn Research into Practice Database  
WHO World Health Organization 
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1 Indikation 
Behandlung von COVID-19 bei Erwachsenen  

Hinweis zur Synopse: 
• Informationen hinsichtlich nicht zugelassener Therapieoptionen sind primär über die 

vollumfängliche Darstellung der Leitlinienempfehlungen dargestellt. 

2 Systematische Recherche 
Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-Analysen 
und evidenzbasierten systematischen Leitlinien zur Indikation SARS-CoV-2-Infektion (COVID-19) 
durchgeführt. Die Suche erfolgte in den aufgeführten Datenbanken bzw. Internetseiten 
folgender Organisationen: The Cochrane Library (Cochrane Database of Systematic Reviews), 
MEDLINE (PubMed), AWMF, ECRI, G-BA, GIN, NICE, SIGN, TRIP, WHO. Ergänzend erfolgte eine 
freie Internetsuche nach aktuellen deutschen und europäischen Leitlinien.  

Die Erstrecherche wurde am 09.02.2021 durchgeführt, die Folgerecherche am 12.08.2021. Die 
Folgerecherche nach aktuellen Versionen der Living Guidelines wurde am 03.11.2021 
durchgeführt. Die Recherchestrategie der Erstrecherche wurde für die Folgerecherche 
übernommen und der Suchzeitraum jeweils auf die letzten 5 Jahre eingeschränkt. Die letzte 
Suchstrategie ist am Ende der Synopse detailliert dargestellt. 

In einem zweistufigen Screening wurden die Ergebnisse der Literaturrecherche bewertet. Die 
Recherche ergab 3444 Referenzen. Im ersten Screening wurden auf Basis von Titel und Abstract 
nach Population, Intervention, Komparator und Publikationstyp nicht relevante Publikationen 
ausgeschlossen. Zudem wurde eine Sprachrestriktion auf deutsche und englische Quellen 
vorgenommen. Im zweiten Screening wurden die im ersten Screening eingeschlossenen 
Publikationen als Volltexte gesichtet und auf ihre Relevanz und methodische Qualität geprüft. 
Dafür wurden dieselben Kriterien wie im ersten Screening sowie Kriterien zur methodischen 
Qualität der Evidenzquellen verwendet. Basierend darauf, wurden insgesamt 20 Referenzen 
eingeschlossen. Es erfolgte eine synoptische Darstellung wesentlicher Inhalte der identifizierten 
Referenzen. 
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3 Ergebnisse 

3.1 Cochrane Reviews 

Ansems K et al., 2021 [3]. 
Remdesivir for the treatment of COVID-19 (Review) 

Fragestellung 
To assess the effects of remdesivir compared to placebo or standard care alone on clinical 
outcomes in hospitalised patients with SARSCoV-2 infection, and to maintain the currency of 
the evidence using a living systematic review approach. 

Methodik 

Population: 
• Hospitalised adults with confirmed SARS-CoV-2 infection 

Intervention: 
• remdesivir 

Komparator: 
• placebo or standard care alone 

Endpunkte: 
• All-cause mortality at up to day 28, day 60, time-to-event, and at hospital discharge. 
• Clinical status, assessed by need for respiratory support with standardised scales (e.g. WHO 

Clinical Progression Scale (WHO 2020d), WHO Ordinal Scale for Clinical Improvement (WHO 
2020d) at up to day 28, day 60, and up to longest followup), including: 
o improvement of clinical status: liberation from invasive mechanical ventilation in 

surviving participants; ventilator-free days; duration to liberation from invasive 
mechanical ventilation; liberation from supplemental oxygen in surviving participants; 
duration to liberation from supplemental oxygen. 

o  worsening of clinical status: new need for mechanical ventilation (defined as high-flow 
oxygen, non-invasive, or invasive mechanical ventilation); new need for invasive 
mechanical ventilation; new need for non-invasive mechanical ventilation or highflow 
oxygen; new need for oxygen by mask or nasal prongs. 

•  Need for dialysis at up to day 28. 
• Quality of life, including fatigue and neurological status, assessed with standardised scales 

(e.g. WHOQOL-100) at up to seven days, up to 30 days, and longest follow-up available. 
• Need for admission to ICU 
• Duration of ICU length of stay, or time to discharge from ICU. 
• Duration of hospitalisation, or time to discharge from hospital. 
• Viral clearance, assessed with reverse transcription polymerase chain reaction (RT-PCR) 

test for SARS-CoV-2 at baseline, up to 3, 7, and 15 days. 
• Serious adverse events and adverse events 
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Recherche/Suchzeitraum: 
• We searched the Cochrane COVID-19 Study Register (which comprises the Cochrane 

Central Register of Controlled Trials (CENTRAL), PubMed,Embase, ClinicalTrials.gov, WHO 
International Clinical Trials Registry Platform,and medRxiv) as well as Web of Science 
(Science Citation Index Expanded and Emerging Sources Citation Index) and WHO COVID-
19 Global literature on coronavirus disease to identify completed and ongoing studies 
without language restrictions. We conducted the searches on 16 April 2021. 

Qualitätsbewertung der Studien: 
• Risk of bias (RoB 2) tool, Grading of Recommendations Assessment, Development, and 

Evaluation (GRADE) 

Ergebnisse 

Anzahl eingeschlossener Studien: 
• five RCTs with 7452 participants diagnosed with SARS-CoV-2 infection in the review (Beigel 

2020; Spinner 2020; Wang 2020; Mahajan 2021; WHO Solidarity Trial Consortium 2021). 

Charakteristika der Population: 

 

Qualität der Studien: 
• risk of bias siehe Anhang Abbildung 2 
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Studienergebnisse: 
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• There was limited evidence for a beneficial effect of remdesivir on mortality in a subset of 

435 participants who received low flow oxygen at baseline in one study (RR 0.32, 95% CI 
0.15 to 0.66). We could not confirm this finding due to restricted availability of relevant 
subgroup data from other studies. 

Anmerkung/Fazit der Autoren 
We found moderate-certainty evidence that remdesivir probably has little or no effect on all-
cause mortality at up to 28 days in hospitalised individuals with moderate and severe COVID-
19. We were unable to perform meta-analysis of clinical improvement parameters, but 
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considering the data provided, remdesivir may have little or no effect on the duration to 
liberation from invasive mechanical ventilation. We are uncertain whether remdesivir 
increases or decreases the chance of clinical improvement in terms of duration to liberation 
from supplemental oxygen at up to day 28 given the very low certainty of the evidence. We 
found low-certainty evidence that remdesivir may decrease the risk of new need for invasive 
mechanical ventilation. However, we are very uncertain whether remdesivir affects the 
overall risk for clinical worsening. There were insufficient data available to examine the effect 
of remdesivir on mortality across subgroups defined by respiratory support at baseline. 
Remdesivir probably decreases the rate of serious adverse events; however, due to 
inconsistent reporting of safety data, the evidence regarding the effect of remdesivir is very 
uncertain when pooling any grade of adverse events. Due to incompleteness of subgroup 
data, we are uncertain whether there is a possible benefit of remdesivir for the treatment of 
COVID-19 patients receiving lowflow oxygen therapy only. 

 

3.2 Systematische Reviews 

Singh S et al., 2021 [12]. 

Efficacy and safety of remdesivir in COVID-19 caused by SARS-CoV-2: a systematic review and 
meta-analysis 

Fragestellung 
Evaluation of remdesivir, an RNA polymerase inhibitor, for effectiveness in adults with COVID-
19. 

Methodik 

Population: 
• adults with COVID-19 

Intervention vs. Komparator: 
• Remdesivir vs. standard of care 

Endpunkte: 
• Primary objective: assessment of mortality (defined as deaths in each group).  
• Secondary outcomes: clinical improvement and virological cure, serious adverse events 

(AEs) and other safety parameters. 

Recherche/Suchzeitraum: 
• Electronic literature search was performed in PubMed, Cochrane Central Register of 

Controlled Trials, in addition to clinicaltrials. gov on 20 September 2020, to identify the 
relevant published articles. Additional search was done in November 2020 for results of 
completed trials. 

Qualitätsbewertung der Studien: 
• ROB-2, GRADE 
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Ergebnisse 

Anzahl eingeschlossener Studien: 
• 4 RCTs (n=7324 patients) 

Charakteristika der Population: 

 

Qualität der Studien: 
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Studienergebnisse: 

 
•  Subgroup analysis revealed no mortality benefit in low-risk (no O2)(OR: 0,84, 95%CI: 0,41-

1,75) and high-risk groups (O2 or assisted ventilation)(OR: 0,91, 95%CI: 0,73-1,13). 
 

Anmerkung/Fazit der Autoren 
Evidence of our systematic review indicates no benefit in mortality rate with remdesivir, with 
moderate quality of evidence. Benefit does exist in terms of rates of clinical improvement and 
faster time to clinical improvement in favour of remdesivir, but the evidence is of low and very 
low quality, respectively. Significant decrease in serious AEs as compared with placebo 
strengthens the evidence of more serious patients in placebo arm. No difference was shown 
in respiratory failure in the two groups (very low quality evidence). All outcomes except 
mortality in our meta-analysis were influenced by Beigel et al and Spinner et al, which has high 
ROB. WHO solidarity trial and Wang et al showed no mortality benefit, both having overall low 
ROB. 

Kommentare zum Review 
• Siehe auch: Al-Abdouh A et al., 2021 [2], De Cresenzo et al., 2021 [6], Okoli et al., 2021 [15], 

Juul et al., 2021 [10] und Kaka et al., 2021 [11]. 
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Ma S et al., 2021 [18]. 
Efficacy and safety of systematic corticosteroids among severe COVID-19 patients: a systematic 
review and meta-analysis of randomized controlled trials  

Fragestellung 
to identify randomized controlled trials (RCTs) that evaluated corticosteroids in severe COVID-
19 patients. 

Methodik 

Population: 
• only severe COVID-19 patients (adults)  

Intervention vs. Komparator: 
• corticosteroids in combination with standard, usual care, compared with standard, usual 

care, or placebo alone, without corticosteroids 

Endpunkte: 
• The primary outcome was all-cause mortality at the longest follow-up, defined by the 

individual trial. The secondary outcomes included a composite disease progression and the 
incidence of serious adverse events during treatment. 

Recherche/Suchzeitraum: 
• Eligible RCTs were identified with a comprehensive systematic search of databases 

including PubMed, Embase, and Cochrane Central Register of Controlled Trials, from 
December 31, 2019 to October 1, 2020. 

Qualitätsbewertung der Studien: 
• Cochrane risk of bias tool, GRADE 

Ergebnisse 

Anzahl eingeschlossener Studien: 
• 7 RCTs (n = 6250 patients) 

Charakteristika der Population: 
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Qualität der Studien: 

 

Abbildung 1: Risk of bias graph: review authors’ judgement about each risk of bias item presented as 
percentages across all included trials 

 



  

Abteilung Fachberatung Medizin   Seite 14 

Studienergebnisse: 

 
 

 
 

Anmerkung/Fazit der Autoren 
In this meta-analysis of 7 RCTs and 6250 severe COVID-19 patients, pooled results suggested 
that corticosteroids treatment was associated with a reduction in all-cause mortality and 
disease progression, but not an increase in serious adverse events comparing to no 
corticosteroids. However, the resulted survival benefit depended on the RECOVERY trial. And 
suggested by TSA, additional RCTs were required to confirm the efficacy of corticosteroids to 
reduce all-cause mortality. Together with great heterogeneity among trials and low evidence 
certainty, it remains prudent to draw a definite conclusion with regard to efficacy of 
corticosteroids among severe COVID-19 patients. 

Kommentare zum Review 
• Siehe auch Pulakurthi YS et al., 2021 [17], Abeldaño Zuñiga RA et al., 2021 [1], Welte T. et 

al., 2021 [19], Pasin et al., 2021 [16]. 
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3.3 Leitlinien 

Deutsche Gesellschaft für Internistische Intensivmedizin und Notfallmedizin (DGIIN), 
Deutsche Interdisziplinäre Vereinigung für Intensiv- und Notfallmedizin (DIVI), Deutsche 
Gesellschaft für Pneumologie und Beatmungsmedizin (DGP), 2021 [8]. 
S3-Leitlinie: Empfehlungen zur stationären Therapie von Patienten mit COVID-19. 

Zielsetzung/Fragestellung 
Management stationäre Therapie von Patienten mit COVID-19. 

Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium; 
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt; 
• Systematische Suche, Auswahl und Bewertung der Evidenz; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu derzugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität gesichert: Gültig bis Dezember 2021; 

LoE/GoR 
• GRADE Methodik 

Sonstige methodische Hinweise 
Für diese Version der Leitlinie (Oktober 2021) wurden zu den Themen Beatmung, 
Bauchlagerung, Antikoagulation, medikamentöse Therapie (monoklonale Antikörper, 
Kortikosteroide, Tocilizumab, Remdesivir, Rekonvaleszentplasma, Ivermectin, Azithromycin, 
Vitamin D, Anakinra, Januskinase (JAK)-Inhibitoren, Colchicin) und zur palliativen Behandlung 
systematische Recherchen durchgeführt. Empfehlungen/Statements dazu wurden 
abgestimmt. 
Die aktuelle Version entstand im September 2021. Für folgende relevante Fragestellungen 
erfolgte eine Aktualisierungsrecherche: 1) Beatmung, 2) Antikoagulation, 3) Medikamentöse 
Therapie: Kortikosteroide, Remdesivir, Rekonvaleszentplasma, Ivermectin, SARS-CoV-2 
spezifische monoklonale Antikörper, Tocilizumab, Vitamin D, Azithromycin, 4) palliative 
medikamentöse Therapie. Neu erstellt wurden Evidenzsynthesen zur Bauchlage (Prone 
position), SARS-CoV-2 spezifische monoklonale Antikörper Casirivimab und Imdevimab, 
Anakinra, Januskinase (JAK)-Inhibitoren und Colchicin. Zu allen diesen Themen wurden 
Empfehlungen bestätigt, modifiziert oder neu abgestimmt. Die restlichen Empfehlungen 
wurden ebenfalls bestätigt.  
Diese vorliegende Leitlinie bezieht sich dementsprechend auf den gesamten stationären 
Versorgungsbereich. Fürden ambulanten Bereich verweisen wirauf die Empfehlungen der 
Deutschen Gesellschaft für Allgemeinmedizin und Familienmedizin [7] . Aus Gründen der 
Lesbarkeit wurde im Text die männliche Form gewählt, nichtsdestoweniger beziehen sich die 
Angaben auf Angehörige jeglichen Geschlechts. 
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Empfehlungen 
Maßnahmen bei akuter hypoxämischer respiratorischer Insuffizienz 
Sauerstoffgabe, High-Flow-Sauerstofftherapie, nichtinvasive Beatmung, Bauchlagerung 
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Intubation 

 

 
 

Invasive Beatmung und adjuvante Maßnahmen 
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Thromboembolieprophylaxe /Antikoagulation 
Thromboembolieprophylaxe 

 

 
 

 
Nichtintensivpflichtige Patienten 
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Intensivpflichtige Patienten 

 
 
Medikamentöse Therapie 
Spezifische medikamentöse Therapie 
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Hinweis: Es wird darauf verwiesen, dass die Mehrheit der Arzneimittel (derzeit nur 
Remdesivir) trotz Empfehlung in der Leitlinie nicht zur Anwendung der Covid-19 Therapie 
zugelassen ist. 

 

 
 
Antivirale Therapieansätze 
Monoklonale Antikörper: Casirivimab/Imdevimab 
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Monoklonale Antikörper bei unbekanntem IgG-Serostatus 

 
 
Monoklonale Antikörper: Bamlanivimab-Monotherapie 

 
 
 
Remdesivir 
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Rekonvaleszentenplasma 
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Azithromycin 

 

 
 
Ivermectin 
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Immunmodulatorische Therapieansätze 
 
Kortikosteroide 
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Januskinase (JAK) – Inhibitoren 

 
 
Tocilizumab (TCZ) 
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Anakinra 

 
 
Sonstige Therapieansätze 
Vitamin D3 
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Colchicin 

 
 
Persistierende Symptome 

 
 
Ethische und palliativmedizinische Aspekte 
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Zusätzliche Informationen aus DEGAM, 2021 [7]. 

Neues Coronavirus: Informationen für die hausärztliche Praxis; S1-Leitlinie, Version 18 

Klinische Hinweise zur Behandlung von COVID-19-Fällen 
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Infectious Diseases Society of America (IDSA), 2021 [9] 
Infectious Diseases Society of America guidelines on the treatment and management of patients 
with COVID-19: version 5.5.0 

Zielsetzung/Fragestellung 
Develop evidence-based rapid guidelines intended to support patients, clinicians and other 
health-care professionals in their decisions about treatment and management of patients with 
COVID-19. 

Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium: kein Patientenvertreter; 
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt; 
• Systematische Suche, Auswahl und Bewertung der Evidenz; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität gesichert. 

Recherche/Suchzeitraum: 
• Ovid Medline and Embase were searched from 2019 through September 18, 2020. 
• Letzte Aktualisierung: 01.11.2021 
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LoE/GoR 
• Risk of bias was assessed using the Cochrane Risk of Bias Tool for RCTs and the Risk of Bias 

Instrument for Non-randomized Studies - of Interventions (ROBINS-I) 
• Grading of Recommendations Assessment, Development, and Evaluation (GRADE) 
• As per GRADE methodology, recommendations are labeled as “strong” or “conditional”. 

The words “we recommend” indicate strong recommendations and “we suggest” indicate 
conditional recommendations. Abbildung 1 provides the suggested interpretation of strong 
and weak recommendations for patients, clinicians, and healthcare policymakers. For 
recommendations where the comparators are not formally stated, the comparison of 
interest is implicitly referred to as “not using the intervention”. These recommendations 
acknowledge the current “knowledge gap” and aim at avoiding premature favorable 
recommendations for their use and to avoid encouraging the rapid diffusion of potentially 
ineffective orharmful interventions. 

 
Abbildung 1: Approach and implications to rating the quality of evidence and strength of 

recommendations using the GRADE methodology (unrestricted use of the figure granted 
by the U.S. GRADE Network) 

Sonstige methodische Hinweise 
• In addition, given the need for an urgent response to a major public health crisis, the 

methodological approach was modified according to the Guidelines International 
Network/McMaster checklist for the development of rapid recommendations. 
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• For several interventions, no direct evidence was available other than case reports or 
mechanistic considerations. The panel either decided to include plausible indirect evidence 
and make a recommendation (e.g., from studies of SARS-CoV) or to provide a short 
narrative discussion of the intervention. 

• This is a living guideline that will be frequently updated as new data emerges. Updates and 
changes to the guideline will be posted to the IDSA website. 

Recommendations  
Hydroxychloroquine/Chloroquine; Hydroxychloroquine/Chloroquine plus Azithromycin 

 
 
Hydroxychloroquine as Post-Exposure Prophylaxis 

 
 
 
Lopinavir/Ritonavir 

 
 
 
Glucocorticoids 
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Severity definitions 

 
 
Interleukin-6 Inhibitors 
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Severity definitions 

 
 
Convalescent Plasma 
 

 
 
Remdesivir 
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Famotidine 

 
 
 
Neutralizing Antibodies for Prophylaxis 

 
 
Neutralizing Antibodies for Treatment 
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Janus Kinase Inhibitors 
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Tofacitinib 

 

 
 
Ivermectin 

 
 
Fluvoxamine 

 
 

National COVID-19 Clinical Evidence Taskforce, 2021 [13]. 
Australian guidelines for the clinical care of people with COVID-19: version 45.1 

Zielsetzung/Fragestellung 
This guideline aims to provide specific, patient-focused recommendations on management 
and care of people with suspected or confirmed COVID-19. With the exception of 
chemoprophylaxis for the prevention of infection in people exposed to COVID -19, the 
guideline does not include other interventions used in the prevention of COVID-19 infection 
or transmission. Within each recommendation, the patient population of interest is specified. 
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Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium: multidisciplinary guideline panels; 
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt: All panel members complete 

a declaration of potential conflicts of interest, and absent themselves from discussions 
related to these potential conflicts; 

• Systematische Suche, Auswahl und Bewertung der Evidenz; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität gesichert 

Recherche/Suchzeitraum: 
• Ständige Aktualisierung: Stand: 03.11.2021 

LoE/GoR 
• For systematic reviews, the risk of bias or quality assessment of included studies presented 

in the review is used where available. For individual primary studies, each study is assessed 
for risk of bias. Randomised trials are assessed using the Cochrane Risk of Bias 2.0 
assessment tool. Non-randomised studies are assessed using the ROBINS-I Risk of Bias 
assessment tool. 

• This guideline uses GRADE methodology, which is supported by the online guideline 
development and publication platform ‘MAGICapp’ (Making GRADE the Irresistible Choice) 

• The following criteria are used in determining the strength of recommendations: 
o Strong for: moderate to high certainty evidence suggests that benefits in critical 

outcomes clearly outweigh the reported harms; a strong recommendation can be made 
in the absence of high-certainty evidence if patients are expected to highly desire such 
practice and there are no potential harms in providing it. 

o Strong against: moderate to high certainty evidence suggests harms outweigh benefits; 
high certainty evidence suggests lack of benefits. 

o Conditional for: moderate to high certainty evidence suggests equivalent benefits and 
harms, patients would mostly want to receive the practice, and there is no significant 
resources implication in doing so; low certainty evidencesuggests benefits outweigh 
harms and there are no significant implications in patients’ preferences or resources 
implications. 

o Conditional against: moderate to high certainty evidence suggests equivalent benefits 
and harms, but there is expected large variation in patients’ preference to receive this 
practice or important resource implications; low certainty evidence suggests harms 
outweigh benefits and there are no significant implications in patients’ preferences or 
resource implications. 

o Consensus statement: evidence is absent or of insufficient certainty; unclearbalance 
between benefits and harms, and there is expected large variation in patients’ 
preferences. No formal method of reaching consensus was used but this was addressed 
in internal reviews. 
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Recommendations 
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WHO, 2021 [20]. 
World Health Organization (WHO) 
Therapeutics and COVID-19: living guideline; WHO/2019-nCoV/therapeutics/2021.3. 

Zielsetzung/Fragestellung 
What is the role of drugs in the treatment of patients with COVID-19? 

Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium; 
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt; 
• Systematische Suche, Auswahl und Bewertung der Evidenz; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität gesichert 

Recherche/Suchzeitraum: 
• Living systematic review. Letzte Aktualisierung: 24.09.2021 

LoE/GoR 
• GRADE methodology 

Recommendations for therapeutics 

7.1 Casirivimab and imdevimab (neutralizing monoclonal antibodies) 
For patients with non-severe COVID-19 (who do not meet criteria for severe or critical 
infection) 
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For patients with severe or critical COVID-19 

 
 

7.2. IL-6 receptor blockers 

 

7.3 Ivermectin (published 31 March 2021) 

 

7.4 Hydroxychloroquine (published 17 December 2020) 

 

7.5 Lopinavir/ritonavir (published 17 December 2020) 

 



  

Abteilung Fachberatung Medizin   Seite 58 

7.6 Remdesivir (published 20 November 2020) 

 

 

7.7 Systemic corticosteroids (published 2 September 2020) 
Patients with severe and critical COVID-19  

 

 
 

National Institute for Health and Care Excellence (NICE), 2021 [14]. 
COVID-19 rapid guideline: managing COVID-19; version 14.0 

Zielsetzung/Fragestellung 
This guideline is for health and care practitioners, and those involved in planning and 
delivering services. It provides guidance on managing COVID-19. The guideline makes 
recommendations about care in all settings for adults, children and young people with 
clinically diagnosed or laboratory-confirmed COVID-19. 
• What investigations should be carried out, and when, to determine the appropriate 

management of COVID-19 and any complications? 
• What is the clinical effectiveness and safety of pharmacological and non-pharmacological 

treatments for acute symptoms and complications of COVID-19? 
• How should symptoms and complications be managed? 
• How, and how often, should people with COVID-19 be followed up? 
• What palliative and end-of-life strategies are effective for people with COVID-19? 

Methodik 
This guideline was developed using the methods and process in our interim process and 
methods for guidelines developed in response to health and social care emergencies. 
We compiled a list of all recommendations in the COVID-19 rapid guidelines that were relevant 
to the scope of this guideline. These recommendations were added to the appropriate section 
in the draft structure of the new guideline. After NICE technical and clinical quality assurance 
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of this mapping work, the recommendations were transferred to the relevant part of the 
structure on the publishing platform MAGICapp. 
After the initial mapping, the structure was refined. The NICE expert advisory panel identified 
gaps in coverage and any recommendations that should be changed. The panel were also 
asked whether any of the recommendations from the rapid guidelines could be removed, if 
no longer relevant, due to new emergent evidence or due to recommendations being context 
specific and therefore bound to a particular time in the pandemic. Any changes to 
recommendation content were based on the consensus view of the expert advisory panel. 

Grundlage der Leitlinie 
• Repräsentatives Gremium: keine Patientenvertreter; 
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt; 
• Systematische Suche, Auswahl und Bewertung der Evidenz: 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität gesichert. 

Recherche/Suchzeitraum: 
• Living guidline: As there is a need for prompt guidance on therapeutics for managing 

COVID-19, NICE is collaborating with other guideline development teams to produce 
evidence reviews. NICE has reused data from the National Australian COVID-19 clinical 
evidence taskforce for some recommendations. At the time of publication (March 2021), 
no specific literature searches were carried out for the therapeutics section of the 
guideline. 

• The use of evidence provided by the National Australian COVID-19 clinical evidence 
taskforce is achieved through the sharing of RevMan files, which the NICE team use to 
populate the evidence summary section and GRADE profiles for a review. 

• Letzte Aktualisierung: 28.10.2021 

LoE/GoR 
• GRADE 

Sonstige methodische Hinweise 
This guideline covers the management of COVID-19 for children, young people and adults in 
all care settings. It brings together our existing recommendations on managing COVID- 19 so 
that healthcare staff and those planning and delivering services can find and use them more 
easily. The guideline includes new recommendations on therapeutics, and we will update the 
guideline further as new evidence emerges. 

7 Therapeutics for COVID-19 

7.1 Corticosteroids 

Strong recommendation 
Offer dexamethasone, or either hydrocortisone or prednisolone when dexamethasone cannot 
be used or is unavailable, to people with COVID-19 who: 
• need supplemental oxygen to meet their prescribed oxygen saturation levels or 
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• have a level of hypoxia that needs supplemental oxygen but who are unable to have or 
tolerate it. 

Continue corticosteroids for up to 10 days unless there is a clear indication to stop early, which 
includes discharge from hospital or a hospital-supervised virtual COVID ward. 
Being on a hospital-supervised virtual COVID ward is not classed as being discharged from 
hospital. 

Dosage in adults 
Dexamethasone 
• 6 mg orally once a day for 10 days (three 2 mg tablets or 15 ml of 2 mg/5 ml oral solution) 

or 
• 6 mg intravenously once a day for 10 days (1.8 ml of 3.3 mg/ml ampoules [5.94 mg]) 
For people able to swallow and in whom there are no significant concerns about enteral 
absorption, prescribe tablets. Only use intravenous administration when tablets or oral 
solutions are inappropriate or unavailable. 

Suitable alternatives 
Prednisolone Prednisolone: 40 mg orally once a day for 10 days 
Hydrocortisone Hydrocortisone: 50 mg intravenously every 8 hours for 10 days (0.5 ml of 100 
mg/ml solution; powder for solution for injection or infusion is also available); this may be 
continued for up to 28 days for people with septic shock. 

Conditional recommendation against 
Do not routinely use corticosteroids to treat COVID-19 in people who do not need 
supplemental oxygen, unless there is another medical indication to do so. 
 

7.2 Casirivimab and imdevimab - hospital use 
Recommendation 
Offer a combination of casirivimab and imdevimab to people aged 12 and over in hospital with 
COVID-19 who have no detectable SARS-CoV-2 antibodies (seronegative). 
 
The criteria for accessing casirivimab and imdevimab in the UK, and dosage to be used, are 
outlined in NHS England's Interim Clinical Commissioning Policy on casirivimab and imdevimab 
for patients hospitalised due to COVID-19 (aged 12 years and above), published in September 
2021. The policy states that patients must meet all of the eligibility criteria and none of the 
exclusion criteria to be given casirivimab and imdevimab. 
 
Not recommended 
Do not offer a combination of casirivimab and imdevimab to people aged 12 and over in 
hospital with COVID-19: 

• who have detectable SARS-CoV-2 antibodies (seropositive), or 
• whose serostatus is unknown. 
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7.3 Remdesivir 

 

Conditional recommendation 
Consider remdesivir for up to 5 days for COVID-19 pneumonia in adults, and young people 12 
years and over weighing 40 kg or more, in hospital and needing low-flow supplemental 
oxygen. 
The criteria for accessing remdesivir in the UK are outlined in NHS England's Interim Clinical 
Commissioning Policy on remdesivir for patients hospitalised with COVID-19 (adults and 
children 12 years and older), which was updated in June 2021 to include eligibility criteria for 
remdesivir in people who are significantly immunocompromised. 
For remdesivir use in pregnancy, follow the Royal College of Obstetrics and Gynaecology 
guidance on coronavirus (COVID-19) infection and pregnancy. 
The marketing authorisation for remdesivir for COVID-19 does not include children under 12 
years or weighing less than 40 kg. 

Only in research settings 
Do not use remdesivir for COVID-19 pneumonia in adults, young people and children who are 
in hospital and on high-flow nasal oxygen, continuous positive airway pressure, non-invasive 
mechanical ventilation or invasive mechanical ventilation, except as part of a clinical trial. 

7.4 Tocilizumab 

 

Strong recommendation 
Offer tocilizumab to adults in hospital with COVID-19 if all of the following apply: 
• they are having or have completed a course of corticosteroids such as dexamethasone, 

unless they cannot have corticosteroids 
• they have not had another interleukin-6 inhibitor during this admission 
• there is no evidence of a bacterial or viral infection (other than SARS-CoV-2) that might be 

worsened by tocilizumab. 
And they: 
• need supplemental oxygen and have a C-reactive protein level of 75 mg/litre or more, or 
• are within 48 hours of starting high-flow nasal oxygen, continuous positive airway pressure, 

non-invasive ventilation or invasive mechanical ventilation. 
In October 2021, the marketing authorisations for tocilizumab do not cover use in COVID-19. 
See NICE's information on prescribing medicines for more about off-label and unlicensed use 
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of medicines. The recommended dosage for tocilizumab is a single dose of 8 mg/kg by 
intravenous infusion. The total dose should not exceed 800 mg. 

Only in research settings 
Consider tocilizumab for children and young people who have severe COVID-19 or paediatric 
inflammatory multisystem syndrome only if they are 1 year and over, and only in the context 
of a clinical trial. 

7.5 Sarilumab 
Conditional recommendation 
Consider sarilumab for adults in hospital with COVID-19 if tocilizumab cannot be used or is 
unavailable. Use the same eligibility criteria as those for tocilizumab. That is, if all of the 
following apply: 
• they are having or have completed a course of corticosteroids such as dexamethasone, 

unless they cannot have corticosteroids 
• they have not had another interleukin-6 inhibitor during this admission 
• there is no evidence of a bacterial or viral infection (other than SARS-CoV-2) that might be 

worsened by sarilumab. 
And they: 
• need supplemental oxygen and have a C-reactive protein level of 75 mg/litre or more, or 
• are within 48 hours of starting high-flow nasal oxygen, continuous positive airway pressure, 

non-invasive ventilation or invasive mechanical ventilation. 
In October 2021, the marketing authorisations for sarilumab do not cover use in COVID-19. 
The recommended dosage for sarilumab is a single dose of 400 mg by intravenous infusion. 

7.6 Low molecular weight heparins 
For recommendations on the therapeutic use of low molecular weight heparins, see the 
section on venous thromboembolism (VTE) prophylaxis. 

7.7 Vitamin D supplementation 
For recommendations on vitamin D, see the NICE COVID-19 rapid guideline on vitamin D. 

7.8 Antibiotics 
Antibiotics should not be used for preventing or treating COVID-19 unless there is clinical 
suspicion of additional bacterial co-infection. See the section on suspected or confirmed co-
infection. 
See also the recommendations on azithromycin and doxycycline in the section on therapeutics 
for COVID-19. 

7.9 Azithromycin 

Not recommended 
Do not use azithromycin to treat COVID-19. 

7.10 Colchicine 

Not recommended 
Do not offer colchicine to people in hospital to treat COVID-19. 
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NICE is aware that there is newly published evidence on colchicine from the RECOVERY trial 
and this is being reviewed. 
Only in research settings 
Only use colchicine to treat COVID-19 in community settings as part of a clinical trial. 

7.11 Doxycycline 

Not recommended 
Do not use doxycycline to treat COVID-19 in the community. 

8.3 Venous thromboembolism (VTE) prophylaxis 

     

8.3.1 In hospital 

Consensus recommendation 
For young people and adults with COVID-19 that is being managed in hospital, assess the risk 
of bleeding as soon as possible after admission or by the time of the first consultant review. 
Use a risk assessment tool published by a national UK body, professional network or peer-
reviewed journal. 

Recommended 
Offer a standard prophylactic dose of a low molecular weight heparin as soon as possible, and 
within 14 hours of admission, to young people and adults with COVID-19 who need low-flow 
or high-flow oxygen, continuous positive airway pressure, non-invasive ventilation or invasive 
mechanical ventilation, and who do not have an increased bleeding risk. 
Treatment should be continued for a minimum of 7 days, including after discharge. 

Conditional recommendation 
Consider a treatment dose of a low molecular weight heparin (LMWH) for young people and 
adults with COVID-19 who need low-flow oxygen and who do not have an increased bleeding 
risk. 
Treatment should be continued for 14 days or until discharge, whichever is sooner. Dose 
reduction may be needed to respond to any changes in a person's clinical circumstances. 
For people with COVID-19 who do not need low-flow oxygen, follow the recommendations in 
NICE's guideline on venous thromboembolism in over 16s. 



  

Abteilung Fachberatung Medizin   Seite 64 

In August 2021, using a treatment dose of a LMWH outside the treatment of confirmed VTE 
was an off-label use of parenteral anticoagulants. See NICE's information on prescribing 
medicines. 

Only in research settings 
Only offer an intermediate or treatment dose of a low molecular weight heparin to young 
people and adults with COVID-19 who are receiving high-flow oxygen, continuous positive 
airway pressure, non-invasive ventilation or invasive mechanical ventilation as part of a clinical 
trial. 

Consensus recommendation 
Do not base prophylactic dosing of heparin on levels of D-dimer. 

Consensus recommendation 
For people at extremes of body weight or with impaired renal function, consider adjusting the 
dose of low molecular weight heparins in line with the summary of product characteristics and 
locally agreed protocols. 

Consensus recommendation 
For people who cannot have low molecular weight heparins (LMWHs), use fondaparinux 
sodium or unfractionated heparin (UFH). 
In August 2021, LMWHs and fondaparinux sodium were off label for people under 18 years.  

Consensus recommendation 
For people who are already having anticoagulation treatment for another condition when 
admitted to hospital: 
• continue their current treatment dose of anticoagulant unless contraindicated by a change 

in clinical circumstances 
• consider switching to a low molecular weight heparin (LMWH) if their current anticoagulant 

is not an LMWH and their clinical condition is deteriorating. 

Consensus recommendation 
If a person's clinical condition changes, assess the risk of VTE, reassess bleeding risk and review 
VTE prophylaxis. 

Consensus recommendation 
Organisations should collect and regularly review information on bleeding and other adverse 
events in people with COVID-19 having treatment or intermediate doses of pharmacological 
VTE prophylaxis. 

Consensus recommendation 
Ensure that people who will be completing pharmacological VTE prophylaxis after discharge 
are able to use it correctly or have arrangements made for someone to help them. 

8.3.2 In hospital-led acute care in the community 

Consensus recommendation 
For people with COVID-19 managed in hospital-led acute care in the community settings: 
• assess the risks of VTE and bleeding 
• consider pharmacological prophylaxis if the risk of VTE outweighs the risk of bleeding. 
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Chalmers JD et al., 2021 [5]. 

European Respiratory Society and endorsed by the Chinese Thoracic Society 
Management of hospitalised adults with coronavirus disease 2019 (COVID-19): a European 
Respiratory Society living guideline 

Zielsetzung/Fragestellung 
The objective of these guidelines is to provide evidence-based recommendations, primarily 
related to the management of hospitalised adults with COVID-19. This guideline does not 
address in detail the management of COVID-19 in the community, as the majority of evidence 
obtained relates to hospitalised patients. In addition, management in children is not 
addressed. A guideline cannot address the full complexity of a disease; hence, all 
recommendations should be interpreted considering the clinical circumstances and patients’ 
perceptions, values and preferences. 

Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium: trifft zu;  
Interessenkonflikte und finanzielle Unabhängigkeit dargelegt: This work was funded by the 

European Respiratory Society.;  
• Systematische Suche, Auswahl und Bewertung der Evidenz: trifft zu; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt: trifft zu; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt: trifft zu; 
• Regelmäßige Überprüfung der Aktualität gesichert: trifft zu. 

Recherche/Suchzeitraum: 
The PubMed platform was used to search MEDLINE. EMBASE, International Clinical Trials 

Registry Platform (ICTRP) and CDC were also searched. The cut-off date for literature 
searches was 31 October 2020, with updates performed to identify key studies in 
November 2020 and again in February 2021. 

LoE/GoR 
• The panel selected outcomes of interest for each clinical question a priori, based on their 

relative importance to adult patients with COVID-19 and to clinical decision making 
(supplementary material). 

• The importance of outcomes was rated on a 9-point scale (ranging from “not important” 
to “critical”) and only outcomes rated as important or critical for clinical decision making 
were included in the evidence tables.  

• We followed the GRADE approach to assess the confidence in the evidence (quality) and 
the degree of recommendations. The GRADE methodology was used to rate the body of 
evidence at the outcome level rather than the study level, with assessment of risk of bias 
at study level performed as described [41]. One recommendation (on ventilatory support) 
was addressed using a narrative format due to the lack of homogeneous literature. 

• The quality of evidence was rated on four levels (high, moderate, low or very low) based 
on the GRADE methodology [39].  
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• the panel formulated the clinical recommendations and decided on their strength by 
consensus, or, if required, by voting. Following the GRADE approach, strong 
recommendations are worded as “we recommend”, while conditional recommendations 
are worded as “we suggest”. 

 

 

Sonstige methodische Hinweise 
This is a living guideline with the panel continuously reviewing new evidence as it arises. 
Recommendations for additional therapies not addressed in this guideline such as 
convalescent plasma, monoclonal antibodies directed against SARS-CoV-2 and other therapies 
will be added in future versions, along with updates on the therapies already reviewed once 
new data are available. 
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Empfehlungen 
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Hintergrundinformationen:  
PICO 2: In patients hospitalised with COVID-19, should IL-6 receptor antagonist monoclonal antibodies be used 
versus usual care (placebo or background therapy)? 
Notes: 1) All patients eligible for IL-6 receptor antagonist monoclonal antibody treatment should have already 
received or should be receiving treatment with corticosteroids, unless contraindicated. 2) The patients most 
likely to benefit are: those in the first 24 h after receiving noninvasive or invasive ventilatory support; and 
those receiving supplementary oxygen and who are progressing despite corticosteroid treatment, or who are 
considered at high risk of future requirement for ventilatory support.  

PICO 8: In patients hospitalised with COVID-19 should remdesivir be used versus standard of care (defined as 
no treatment, placebo or background therapy according to local practice)? 

Recommendation 

The panel makes no recommendation regarding the use of remdesivir in patients hospitalised with COVID-19 
and not requiring invasive mechanical ventilation (no recommendation, moderate quality of evidence). 

The panel suggests NOT to offer remdesivir to patients hospitalised with COVID-19 who require invasive 
mechanical ventilation (conditional recommendation, moderate quality of evidence).  

Summary of evidence 

Remdesivir is an inhibitor of the viral RNA-dependent RNA polymerase. It has proven effective in vitro against 
SARS-CoV-1, MERS-CoV and SARS-CoV-2 [93, 94]. A reduction in time to recovery and length of hospital stay 
was demonstrated for remdesivir in one trial (ACTT1) [95]. This trial randomised 1062 patients (541 to 
remdesivir and 521 to placebo) [95]. The primary outcome of recovery time was reduced from 15 days to 10 
days (rate ratio for recovery 1.29, 95% CI 1.12–1.48; p<0.001). Length of hospital stay was also reduced from 
a median of 17 days to 12 days, and other secondary endpoints showed positive benefits [95]. In contrast, no 
clinical benefits were demonstrated in the other trials, including the large SOLIDARITY trial, which found no 
evidence of a mortality benefit. The SOLIDARITY analysis of remdesivir included 2743 receiving active 
treatment and 2708 controls. Mortality was not impacted, with a rate ratio of 0.95 (95% CI 0.81–1.11; p=0.50) 
[30]. The SOLIDARITY group also included an updated meta-analysis of existing trials including ACTT1, 
SOLIDARITY and additional trials that randomised patients 2:1, and concluded there was no mortality benefit 
of remdesivir (RR 0.91, 95% CI 0.79–1.05) [30]. Our review identified very similar results with an odds ratio for 
mortality of 0.92 (95% CI 0.79–1.07) with no increase in adverse events (OR 1.05, 95% CI 0.71–1.55) from 
three studies. 

In ACTT1, no benefit on the primary outcome of clinical recovery (recovery rate ratio 0.98, 95% CI 0.70– 1.36) 
was observed in patients who started remdesivir when they were already on mechanical ventilation or 
extracorporeal membrane oxygenation [95]. If treatment is given it should be given for 5 days based on 
evidence that this is at least as effective as 10 days administration [96]. Liver function tests should be checked 
prior to administration of remdesivir and checked while patients are on treatment, remdesivir should not be 
prescribed in patients with severe renal dysfunction (GFR <30 mL·min−1). 

Justification of the recommendation 

The panel considers that time to recovery and length of hospital stay are relevant clinical endpoints in the 
absence of a mortality benefit of remdesivir. Nevertheless, these benefits have been demonstrated in only 
one randomised trial. The reported benefits are regarded by the panel as modest. The lack of significant 
adverse effects means that the balance of benefit versus risk was considered marginally in favour of the 
intervention by some members of the panel but not by others. The panel discussed this topic extensively, and 
voted on the final recommendation resulting in no majority favouring a recommendation for or a 
recommendation against remdesivir use. The panel therefore makes no recommendation regarding 
remdesivir in patients not requiring invasive mechanical ventilation. In GRADE methodology this is referred 
to as a condition recommendation for the intervention OR the alternative. This recommendation does not 
indicate that clinicians should use remdesivir routinely or that clinicians should avoid use of remdesivir in all 
cases. Rather it indicates that the balance of risks and benefits is uncertain and its use by patients should 
ideally be in the context of a randomised clinical study, or where patients have been fully informed of the risks 
and benefits. 

Subgroup effects were observed with no benefit on the primary outcome evident in patients requiring invasive 
mechanical ventilation or extracorporeal membrane oxygenation. As this outcome is the main benefit 
supporting any use of remdesivir, the panel considers it appropriate to make a subgroup recommendation 
against remdesivir use in these patients where clear absence of benefit has been demonstrated. Availability 
and cost are important considerations for some healthcare systems. 
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Basetti M et al., 2021 [4]. 
Italian Society of Anti-Infective Therapy (SITA) and the Italian Society of Pulmonology (SIP) 
Clinical management of adult patients with COVID-19 outside intensive care units 

Zielsetzung/Fragestellung 
For this reason, the Italian Society of Anti-Infective Therapy (SITA) and the Italian Society of 
Pulmonology (SIP) jointly developed the current guidelines for the therapeutic management 
of patients with COVID-19. The current document is relevant to patients not requiring (or still 
not requiring) admission to intensive care unit (ICU). 

Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium: kein Patientenvertreter;  
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt;  
• Systematische Suche, Auswahl und Bewertung der Evidenz; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität gesichert: A further update of the literature 

search will be performed in November 2021. 

Recherche/Suchzeitraum: 
• Ten different systematic reviews of the literature, one for each question. 
• The initial search period was from inception of January 2020 to 30 November 2020, with 

two subsequent updates to 31 January 2021 and 30 April 2021. 

LoE/GoR 
• GRADE 
• For observational studies, the risk of bias was assessed by means of the Newcastle–Ottawa 

Scale, whereas for RCTs the risk of bias was assessed by means of the Effective Practice and 
Organization of Care guidelines 
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4 Detaillierte Darstellung der Recherchestrategie 

Cochrane Library - Cochrane Database of Systematic Reviews (Issue 8 of 12, August 2021) am 
12.08.2021 

# Suchfrage 
1 MeSH descriptor: [COVID-19] explode all trees 
2 MeSH descriptor: [SARS-CoV-2] explode all trees 
3 MeSH descriptor: [Coronavirus Infections] explode all trees 
4 (Covid* OR 2019ncov OR cov2 OR ncov19 OR sarscov* OR (ncov NEAR/3 2019) 

OR (ncov NEAR/3 19)):ti,ab,kw 
5 (coronavir* OR (corona NEXT vir*) OR betacoronavir* OR (beta NEXT coronavir*) 

OR SARS*):ti,ab,kw 
6 ((cov*) NEAR/3 (novel OR new OR 2019 OR 19 OR infection* OR disease* OR 

wuhan OR pneumonia* OR pneumonitis)):ti,ab,kw 
7 (wuhan AND (virus* OR viral OR viridae OR pneumonia* OR 

pneumonitis)):ti,ab,kw 
8 ("Severe Acute Respiratory Syndrome" OR "Severe Acute Respiratory 

Syndromes" OR "sudden acute respiratory syndrome" OR "severe acute 
respiratory infection" OR "severe acute respiratory infections" OR SARI):ti,ab,kw 

9 {OR #1-#8} 
10 #9 with Cochrane Library publication date Between Aug 2016 and Aug 2021 

Systematic Reviews in Medline (PubMed) am 12.08.2021 

# Suchfrage 
1 COVID-19/therapy[MeSH Terms] 
2 COVID-19 drug treatment[Supplementary Concept] OR Coronavirus 

Infections/drug therapy[mh:noexp] OR Coronavirus 
Infections/therapy[mh:noexp] 

3 COVID-19[MeSH Terms] OR SARS-CoV-2[MeSH Terms] 
4 Covid*[ti] OR 2019ncov[ti] OR cov2[ti] OR ncov19[ti] OR sarscov*[ti] OR (ncov[ti] 

AND 2019[ti]) OR (ncov[ti] AND 19[ti]) 
5 Coronavir*[ti] OR corona vir*[ti] OR betacoronavir*[ti] OR beta coronavir*[ti] OR 

SARS*[ti] 
6 (cov[ti]) AND (novel[ti] OR new[ti] OR 2019[ti] OR 19[ti] OR infection*[ti] OR 

disease*[ti] OR wuhan[ti] OR pneumonia*[ti] OR pneumonitis[ti]) 
7 (wuhan[tiab]) AND (virus*[ti] OR viral[ti] OR viridae[ti] OR pneumonia*[ti] OR 

pneumonitis[ti]) 
8 (("Severe Acute Respiratory Syndrome"[ti] OR "Severe Acute Respiratory 

Syndromes"[ti] OR "sudden acute respiratory syndrome"[ti]) AND "2"[ti]) OR 
"severe acute respiratory infection"[ti] OR "severe acute respiratory 
infections"[ti] OR SARI[ti] 

9 #3 OR #4 OR #5 OR #6 OR #7 OR #8 
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# Suchfrage 
10 (#9) AND (treatment*[ti] OR treating[ti] OR treated[ti] OR treat[ti] OR treats[ti] 

OR treatab*[ti] OR therapy[ti] OR therapies[ti] OR therapeutic*[ti] OR 
monotherap*[ti] OR polytherap*[ti] OR pharmacotherap*[ti] OR effect*[ti] OR 
efficacy[ti] OR management[ti] OR drug*[ti] OR intervent*[ti] OR (standard*[ti] 
AND care[ti]) OR antiviral*[ti] OR anti-viral*[ti] OR "Antiviral Agents"[mj] OR 
immunotherap*[ti] OR Immunotherapy[mj]) 

11 #1 OR #2 OR #10 
12 (#11) AND (((Meta-Analysis[ptyp] OR systematic[sb] OR ((systematic review [ti] 

OR meta-analysis[pt] OR meta-analysis[ti] OR systematic literature review[ti] OR 
this systematic review[tw] OR pooling project[tw] OR (systematic review[tiab] 
AND review[pt]) OR meta synthesis[ti] OR meta-analy*[ti] OR integrative 
review[tw] OR integrative research review[tw] OR rapid review[tw] OR umbrella 
review[tw] OR consensus development conference[pt] OR practice guideline[pt] 
OR drug class reviews[ti] OR cochrane database syst rev[ta] OR acp journal 
club[ta] OR health technol assess[ta] OR evid rep technol assess summ[ta] OR jbi 
database system rev implement rep[ta]) OR (clinical guideline[tw] AND 
management[tw]) OR ((evidence based[ti] OR evidence-based medicine[mh] OR 
best practice*[ti] OR evidence synthesis[tiab]) AND (review[pt] OR diseases 
category[mh] OR behavior and behavior mechanisms[mh] OR therapeutics[mh] 
OR evaluation study[pt] OR validation study[pt] OR guideline[pt] OR pmcbook)) 
OR ((systematic[tw] OR systematically[tw] OR critical[tiab] OR (study 
selection[tw]) OR (predetermined[tw] OR inclusion[tw] AND criteri* [tw]) OR 
exclusion criteri*[tw] OR main outcome measures[tw] OR standard of care[tw] 
OR standards of care[tw]) AND (survey[tiab] OR surveys[tiab] OR overview*[tw] 
OR review[tiab] OR reviews[tiab] OR search*[tw] OR handsearch[tw] OR 
analysis[ti] OR critique[tiab] OR appraisal[tw] OR (reduction[tw] AND (risk[mh] 
OR risk[tw]) AND (death OR recurrence))) AND (literature[tiab] OR articles[tiab] 
OR publications[tiab] OR publication [tiab] OR bibliography[tiab] OR 
bibliographies[tiab] OR published[tiab] OR pooled data[tw] OR unpublished[tw] 
OR citation[tw] OR citations[tw] OR database[tiab] OR internet[tiab] OR 
textbooks[tiab] OR references[tw] OR scales[tw] OR papers[tw] OR datasets[tw] 
OR trials[tiab] OR meta-analy*[tw] OR (clinical[tiab] AND studies[tiab]) OR 
treatment outcome[mh] OR treatment outcome[tw] OR pmcbook)) NOT 
(letter[pt] OR newspaper article[pt])) OR Technical Report[ptyp]) OR 
(((((trials[tiab] OR studies[tiab] OR database*[tiab] OR literature[tiab] OR 
publication*[tiab] OR Medline[tiab] OR Embase[tiab] OR Cochrane[tiab] OR 
Pubmed[tiab])) AND systematic*[tiab] AND (search*[tiab] OR research*[tiab]))) 
OR (((((((((((HTA[tiab]) OR technology assessment*[tiab]) OR technology 
report*[tiab]) OR (systematic*[tiab] AND review*[tiab])) OR (systematic*[tiab] 
AND overview*[tiab])) OR meta-analy*[tiab]) OR (meta[tiab] AND analyz*[tiab])) 
OR (meta[tiab] AND analys*[tiab])) OR (meta[tiab] AND analyt*[tiab]))) OR 
(((review*[tiab]) OR overview*[tiab]) AND ((evidence[tiab]) AND based[tiab])))))) 

13 (#12) AND ("2016/08/01"[PDAT] : "3000"[PDAT]) 
14 (#13) NOT "The Cochrane database of systematic reviews"[Journal] 
15 (#14) NOT (retracted publication [pt] OR retraction of publication [pt]) 
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Leitlinien in Medline (PubMed) am 12.08.2021 

# Suchfrage 
1 COVID-19/therapy[MeSH Terms] 
2 COVID-19 drug treatment[Supplementary Concept] OR Coronavirus 

Infections/drug therapy[mh:noexp] OR Coronavirus 
Infections/therapy[mh:noexp] 

3 COVID-19[MeSH Terms] OR SARS-CoV-2[MeSH Terms] 
4 Covid*[ti] OR 2019ncov[ti] OR cov2[ti] OR ncov19[ti] OR sarscov*[ti] OR (ncov[ti] 

AND 2019[ti]) OR (ncov[ti] AND 19[ti]) 
5 Coronavir*[ti] OR corona vir*[ti] OR betacoronavir*[ti] OR beta coronavir*[ti] OR 

SARS*[ti] 
6 (cov[ti]) AND (novel[ti] OR new[ti] OR 2019[ti] OR 19[ti] OR infection*[ti] OR 

disease*[ti] OR wuhan[ti] OR pneumonia*[ti] OR pneumonitis[ti]) 
7 (wuhan[tiab]) AND (virus*[ti] OR viral[ti] OR viridae[ti] OR pneumonia*[ti] OR 

pneumonitis[ti]) 
8 (("Severe Acute Respiratory Syndrome"[ti] OR "Severe Acute Respiratory 

Syndromes"[ti] OR "sudden acute respiratory syndrome"[ti]) AND "2"[ti]) OR 
"severe acute respiratory infection"[ti] OR "severe acute respiratory 
infections"[ti] OR SARI[ti] 

9 #3 OR #4 OR #5 OR #6 OR #7 OR #8 
10 (#9) AND (treatment*[ti] OR treating[ti] OR treated[ti] OR treat[ti] OR treats[ti] 

OR treatab*[ti] OR therapy[ti] OR therapies[ti] OR therapeutic*[ti] OR 
monotherap*[ti] OR polytherap*[ti] OR pharmacotherap*[ti] OR effect*[ti] OR 
efficacy[ti] OR management[ti] OR drug*[ti] OR intervent*[ti] OR (standard*[ti] 
AND care[ti]) OR antiviral*[ti] OR anti-viral*[ti] OR "Antiviral Agents"[mj] OR 
immunotherap*[ti] OR Immunotherapy[mj]) 

11 #1 OR #2 OR #10 
12 (#11) AND (Guideline[ptyp] OR Practice Guideline[ptyp] OR guideline*[Title] OR 

Consensus Development Conference[ptyp] OR Consensus Development 
Conference, NIH[ptyp]) 

13 (#12) AND ("2016/08/01"[PDAT] : "3000"[PDAT]) 
14 (#13) NOT (retracted publication [pt] OR retraction of publication [pt]) 



  

Abteilung Fachberatung Medizin   Seite 76 

Referenzen 
1. Abeldaño Zuñiga RA, Coca SM, Abeldaño GF, González-Villoria RAM. Clinical 

effectiveness of drugs in hospitalized patients with COVID-19: a systematic review and 
meta-analysis. Ther Adv Respir Dis 2021;15:17534666211007214. 

2. Al-Abdouh A, Bizanti A, Barbarawi M, Jabri A, Kumar A, Fashanu OE, et al. Remdesivir 
for the treatment of COVID-19: a systematic review and meta-analysis of randomized 
controlled trials. Contemp Clin Trials 2021;101:106272. 

3. Ansems K, Grundeis F, Dahms K, Mikolajewska A, Thieme V, Piechotta V, et al. 
Remdesivir for the treatment of COVID-19. Cochrane Database of Systematic Reviews 
[online]. 2021(8):Cd014962. URL: http://dx.doi.org/10.1002/14651858.CD014962. 

4. Bassetti M, Giacobbe DR, Bruzzi P, Barisione E, Centanni S, Castaldo N, et al. Clinical 
management of adult patients with COVID-19 outside intensive care units: guidelines 
from the Italian Society of Anti-Infective Therapy (SITA) and the Italian Society of 
Pulmonology (SIP). Infect Dis Ther 2021:1-49. 

5. Chalmers JD, Crichton ML, Goeminne PC, Cao B, Humbert M, Shteinberg M, et al. 
Management of hospitalised adults with coronavirus disease 2019 (COVID-19): a 
European Respiratory Society living guideline. Eur Respir J 2021;57(4):2100048. 

6. De Crescenzo F, Amato L, Cruciani F, Moynihan LP, D'Alò GL, Vecchi S, et al. Comparative 
effectiveness of pharmacological interventions for Covid-19: a systematic review and 
network meta-analysis. Front Pharmacol 2021;12:649472. 

7. Deutsche Gesellschaft für Allgemeinmedizin und Familienmedizin (DEGAM). SARS-CoV-
2/Covid-19-Informationen und Praxishilfen für niedergelassene Hausärztinnen und 
Hausärzte; S1-Leitlinie, Version 19 [online]. AWMF-Registernummer 053-054. 23.07.2021. 
Berlin (GER): Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen 
Fachgesellschaften (AWMF); 2021. [Zugriff: 03.11.2021]. URL: 
https://www.awmf.org/uploads/tx_szleitlinien/054-
054l_S1_Neues_CORONA_Virus_2021-08.pdf. 

8. Deutsche Gesellschaft für Internistische Intensivmedizin und Notfallmedizin (DGIIN), 
Deutsche Interdisziplinäre Vereinigung für Intensiv- und Notfallmedizin (DIVI), Deutsche 
Gesellschaft für Pneumologie und Beatmungsmedizin (DGP), Deutsche Gesellschaft für 
Infektiologie (DGI). Empfehlungen zur stationären Therapie von Patienten mit COVID-19: 
Living Guideline; S3-Leitlinie, Version 6 [online]. AWMF-Registernummer 113-001LG. 
05.10.2021. Berlin (GER): Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen 
Fachgesellschaften (AWMF); 2021. [Zugriff: 03.11.2021]. URL: 
https://www.awmf.org/uploads/tx_szleitlinien/113-001LGl_S3_Empfehlungen-zur-
stationaeren-Therapie-von-Patienten-mit-COVID-19_2021-10_1.pdf. 

9. Infectious Diseases Society of America (IDSA). Infectious Diseases Society of America 
guidelines on the treatment and management of patients with COVID-19: version 5.5.0 
[online]. 27.10.2021. Arlington (USA): IDSA; 2021. [Zugriff: 03.11.2021]. URL: 
https://www.idsociety.org/globalassets/idsa/practice-guidelines/covid-
19/treatment/idsa-covid-19-gl-tx-and-mgmt-v5.5.0.pdf. 

10. Juul S, Nielsen EE, Feinberg J, Siddiqui F, Jørgensen CK, Barot E, et al. Interventions for 
treatment of COVID-19: second edition of a living systematic review with meta-analyses 
and trial sequential analyses (The LIVING Project). PLoS One 2021;16(3):e0248132. 

http://dx.doi.org/10.1002/14651858.CD014962
https://www.awmf.org/uploads/tx_szleitlinien/054-054l_S1_Neues_CORONA_Virus_2021-08.pdf
https://www.awmf.org/uploads/tx_szleitlinien/054-054l_S1_Neues_CORONA_Virus_2021-08.pdf
https://www.awmf.org/uploads/tx_szleitlinien/113-001LGl_S3_Empfehlungen-zur-stationaeren-Therapie-von-Patienten-mit-COVID-19_2021-10_1.pdf
https://www.awmf.org/uploads/tx_szleitlinien/113-001LGl_S3_Empfehlungen-zur-stationaeren-Therapie-von-Patienten-mit-COVID-19_2021-10_1.pdf
https://www.idsociety.org/globalassets/idsa/practice-guidelines/covid-19/treatment/idsa-covid-19-gl-tx-and-mgmt-v5.5.0.pdf
https://www.idsociety.org/globalassets/idsa/practice-guidelines/covid-19/treatment/idsa-covid-19-gl-tx-and-mgmt-v5.5.0.pdf


  

Abteilung Fachberatung Medizin   Seite 77 

11. Kaka AS, MacDonald R, Greer N, Vela K, Duan-Porter W, Obley A, et al. Major update: 
remdesivir for adults with COVID-19 : a living systematic review and meta-analysis for the 
American College of Physicians Practice Points. Ann Intern Med 2021;174(5):663-672. 

12. Ma S, Xu C, Liu S, Sun X, Li R, Mao M, et al. Efficacy and safety of systematic 
corticosteroids among severe COVID-19 patients: a systematic review and meta-analysis 
of randomized controlled trials. Signal Transduct Target Ther 2021;6(1):83. 

13. National COVID-19 Clinical Evidence Taskforce. Australian guidelines for the clinical care 
of people with COVID-19: version 45.1 [online]. 03.11.2021. Melbourne (AUS): National 
COVID-19 Clinical Evidence Taskforce; 2021. [Zugriff: 03.11.2021]. URL: 
https://files.magicapp.org/guideline/3582be9b-0599-47aa-abe8-
7c9018cf8c1f/published_guideline_5739-45_1.pdf. 

14. National Institute for Health and Care Excellence (NICE). COVID-19 rapid guideline: 
managing COVID-19; version 14.0 [online]. 28.10.2021. London (GBR): NICE; 2021. 
[Zugriff: 03.11.2021]. (NICE guideline; Band 191). URL: 
https://www.nice.org.uk/guidance/ng191/resources/covid19-rapid-guideline-managing-
covid19-pdf-51035553326. 

15. Okoli GN, Rabbani R, Copstein L, Al-Juboori A, Askin N, Abou-Setta AM. Remdesivir for 
coronavirus disease 2019 (COVID-19): a systematic review with meta-analysis and trial 
sequential analysis of randomized controlled trials. Infect Dis (Lond) 2021;53(9):691-699. 

16. Pasin L, Navalesi P, Zangrillo A, Kuzovlev A, Likhvantsev V, Hajjar LA, et al. 
Corticosteroids for patients with Coronavirus Disease 2019 (COVID-19) with different 
disease severity: a meta-analysis of randomized clinical trials. J Cardiothorac Vasc Anesth 
2021;35(2):578-584. 

17. Pulakurthi YS, Pederson JM, Saravu K, Gupta N, Balasubramanian P, Kamrowski S, et al. 
Corticosteroid therapy for COVID-19: a systematic review and meta-analysis of 
randomized controlled trials. Medicine (Baltimore) 2021;100(20):e25719. 

18. Singh S, Khera D, Chugh A, Khera PS, Chugh VK. Efficacy and safety of remdesivir in 
COVID-19 caused by SARS-CoV-2: a systematic review and meta-analysis. BMJ Open 
2021;11(6):e048416. 

19. Welte T, Ambrose LJ, Sibbring GC, Sheikh S, Müllerová H, Sabir I. Current evidence for 
COVID-19 therapies: a systematic literature review. Eur Respir Rev 2021;30(159). 

20. World Health Organization (WHO). Therapeutics and COVID-19: living guideline; 
WHO/2019-nCoV/therapeutics/2021.3 [online]. 24.09.2021. Genf (SUI): WHO; 2021. 
[Zugriff: 03.11.2021]. URL: https://apps.who.int/iris/rest/bitstreams/1373042/retrieve. 

 

https://files.magicapp.org/guideline/3582be9b-0599-47aa-abe8-7c9018cf8c1f/published_guideline_5739-45_1.pdf
https://files.magicapp.org/guideline/3582be9b-0599-47aa-abe8-7c9018cf8c1f/published_guideline_5739-45_1.pdf
https://www.nice.org.uk/guidance/ng191/resources/covid19-rapid-guideline-managing-covid19-pdf-51035553326
https://www.nice.org.uk/guidance/ng191/resources/covid19-rapid-guideline-managing-covid19-pdf-51035553326
https://apps.who.int/iris/rest/bitstreams/1373042/retrieve


  

Abteilung Fachberatung Medizin   Seite 78 

Anhang 

Ansems K et al., Jahr [3]. 

Abbildung 2: Ergebnisse RoB2 tool 
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