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  Clinical evidence 

  Background 

Should interleukin-6 (IL-6) inhibitors be                          
used for COVID-19?  

This clinical evidence summary outlines existing evidence on the use of interleukin-6 (IL-6) inhibitors to manage 
symptoms of patients with COVID-19. The information may be revised as new evidence emerges. The summary 
is not exhaustive of the subject matter and does not replace clinical judgement. The responsibility for making 
decisions appropriate to the circumstances of the individual patient remains at all times with the healthcare 
professional. 

 

 
 

The 7th edition of the Chinese Clinical Guidance for COVID-19 Pneumonia Diagnosis and Treatment 
published by China National Health Commission on 4 March 20201 included tocilizumab (IL-6 receptor 
inhibitor) as an option for patients with severe COVID-19, extensive lung lesions and elevated IL-6 
levels. This was following reports of positive outcomes from the use of tocilizumab to control dangerous 
lung inflammation in 21 patients with severe COVID-19 in China.2-4 

Clinical experts have observed that many patients with severe COVID-19 appear to have features of 
cytokine storm syndrome.5-8 A preprint systematic review and meta-analysis by Coomes et al.9 of six 
observational cohort studies on patients with COVID-19 (n=1302) found that IL-6 levels in patients with 
complicated disease were significantly higher than in patients with non-complicated disease (ratio of 
means 2.90, 95% confidence interval 1.17 to 7.19). Some have hypothesised that tocilizumab, which is 
licensed in the US and Europe for chimeric antigen receptor T (CAR-T)-cell-induced severe or life-
threatening cytokine release syndrome (CRS), may be effective in a subgroup of patients who have 
cytokine storm syndrome associated with severe COVID-19.10, 11 

Tocilizumab, sarilumab and siltuximab, have been cited in media articles as potential treatment options 
for COVID-19.12, 13 Twelve other IL-6 inhibitors are in clinical or preclinical development.14  

  
 

There is limited high quality published evidence for the use of IL-6 inhibitors to treat COVID-19: 

Tocilizumab (IL-6 receptor inhibitor) 

Evidence suggesting clinical benefit:  

 In a pilot study of 21 patients with severe or critical COVID-19 pneumonia treated with 
tocilizumab plus standard of care, body temperatures of all patients returned to normal after 
one day. Peripheral oxygen saturation, inflammatory markers, and chest computed tomography 
(CT) scans showed improvement within a week for the majority.4, 15  

 Results of the CORIMUNO-19 (NCT04331808) multicentre, open-label, randomised controlled 
trial (RCT) comparing tocilizumab and standard of care (n=65) with standard of care alone 
(n=64) were summarised in a press release.16 A significantly lower proportion of patients in the 
tocilizumab arm required ventilation or died at day 14. Further details have not been published. 

 In a retrospective study of 544 patients (tocilizumab n=179, standard of care n=365) with severe 
COVID-19 pneumonia17, tocilizumab was associated with a reduced risk of death (HR 0.38, 
95%CI 0.40 to 0.92), as well as the composite endpoint of mechanical ventilation initiation or 
death (HR 0.61, 95%CI 0.40 to 0.92), compared with standard of care.  

 In a preprint observational study18 of 154 patients with severe COVID-19 pneumonia who 
required invasive mechanical ventilation, tocilizumab was associated with a lower hazard of 
death compared with standard of care after inverse probability treatment weights adjustment 
(HR 0.54, 95%CI 0.35, 0.84). Patients who received tocilizumab were more than twice as likely 
to develop a superinfection than untreated controls (54% vs 26%, p<0.001), driven primarily by 
a large increase in ventilator-associated pneumonia (45% vs 20%, p<0.001). 
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 Twelve patients who had severe COVID-19 received 2-4 doses of 162mg subcutaneous  
tocilizumab and standard therapy in a retrospective observational study.19 At presentation, two 
patients had grade 1 CRS, five patients had grade 2 CRS, and five patients had grade 3 CRS. 
By day 7, median levels of inflammatory markers, including C-reactive protein (CRP) and IL-6, 
were improved, and none of the patients had grade 4 CRS.  

 Case reports of patients with concomitant severe COVID-19 and cancer showed improvement 
in oxygen saturation and chest CT scans following administration of tocilizumab.20, 21 

Evidence suggesting no clinical benefit: 

 The COVID-BioB retrospective study (NCT04318366)22 compared tocilizumab plus standard of 
care with standard of care alone (hydroxychloroquine, lopinavir/ritonavir, antibiotics, 
enoxaparin) among 65 patients with severe COVID-19. At day 28 there were no significant 
differences in clinical outcomes, hospital discharges, or mortality. 

 The Italian Medicines Agency (AIFA) issued a press release23 reporting that an RCT 
(NCT04346355) which compared the efficacy of early administration of tocilizumab vs standard 
therapy for patients with COVID-19 who did not require mechanical ventilation was terminated 
early after no benefit was shown in terms of intensive care requirement and 30-day survival.  

Sarilumab (IL-6 receptor inhibitor) 

 Preliminary results from an ongoing phase II/III trial (NCT04315298) which compared a single 
dose of sarilumab (200mg or 400mg) with placebo in patients with severe or critical COVID-19 
(n=457) were announced in a press release.24 The study demonstrated a reduction in CRP 
levels with sarilumab treatment. Exploratory analyses found a positive trend in clinical outcomes 
only in patients with critical disease. Thus, the independent data monitoring committee 
recommended that only patients with critical disease continue to be enrolled to receive 
sarilumab 400mg or placebo. No new safety signals were observed.  

 A preprint observational cohort study reported clinical outcomes of 53 patients with severe 
COVID-19 pneumonia treated with 1-2 doses of sarilumab.25 The majority of patients received 
concomitant antiviral therapy and hydroxychloroquine. At a median follow-up of 19 days, 89.7% 
of patients hospitalised in the medical ward had significant clinical improvement, 70.6% were 
discharged, and one died. Of patients warded in the intensive care unit, 64.3% no longer 
needed oxygen supplementation within 5-12 days, and two patients died.  

Siltuximab (IL-6 inhibitor) 

 In a preprint observational study (NCT04322188),  21 patients with COVID-19 who developed 
pneumonia or acute respiratory distress syndrome received treatment with siltuximab.26, 27 At 
seven days, all patients experienced decreased CRP levels, seven (33%) experienced clinical 
improvement and nine (43%) had no clinically relevant changes. A worsening of disease was 
seen in three patients (14%), and one died. 
 

Both tocilizumab and sarilumab have US FDA black box warnings of serious infections leading to 
hospitalisation or death due to tuberculosis, bacterial, invasive fungal, viral, and other infections. Frigault 
et al. (2020)28 found no difference in the incidence of clinically significant infections or infectious density 
within 100 days of treatment between patients who received tocilizumab for CAR-T-related CRS and 
patients who did not receive tocilizumab (31% vs 30%, p=0.85). This suggests that infectious 
complications observed during long-term use of IL-6 inhibitors may not be relevant to a much shorter 
treatment course for COVID-19 pneumonia.   
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Table 1: Ongoing or planned randomised controlled trials for IL-6 inhibitors in patients with COVID-19 
Study identifier Study Design Intervention Comparator Date of primary 

completion 
NCT0431022829  
ChiCTR200003089430 

MC, OL, RCT (3 arms) Favipiravir combined with 
tocilizumab 

 Favipiravir alone 
 Tocilizumab alone 

May 2020 

NCT0434187031 MC, OL, phII/IIII, RCT Sarilumab, azithromycin 
and hydroxychloroquine 

Sarilumab  May 2020 

NCT0433530532 MC, OL, phII, RCT Tocilizumab with 
pembrolizumab  

Standard of care May 2020 

ChiCTR200002976533 MC, phIV, RCT Tocilizumab with 
conventional therapy 

Conventional 
therapy 

May 2020 

NCT0432965029 

EudraCT 2020-
001413-2034 

SC~, OL, phII, RCT Siltuximab Methylprednisolone May 2020 

NCT0434635530  MC, OL, phII, RCT Tocilizumab and standard 
of care 

Standard of care May 2020 

NCT04333914 35 MC, OL, phII, RCT  Chloroquine analog 
(GNS651) 

 Nivolumab 
 Tocilizumab 

Standard of care June 2020 

NCT0435693736 MC, DB, phIII, RCT Tocilizumab  Placebo June 2020 
NCT0436373637 MC, OL, phII, RCT Tocilizumab 8mg/kg Tocilizumab 4mg/kg June 2020 
NCT0435780838 SC~, OL, phII, RCT Sarilumab and standard of 

care 
Standard of care June 2020 

NCT0432738839 DB, phII/III, RCT Sarilumab Placebo July 2020 
NCT0435786040 SC~, OL, phII, RCT  Sarilumab 200mg  

 Sarilumab 400mg 
Placebo July 2020 

NCT0440368541 MC, OL, phIII, RCT  Tocilizumab and best 
supportive care 

Best supportive care July 2020 

NCT0440926242 MC, DB, phIII, RCT  Remdesivir 
 Tocilizumab 

Placebo July 2020 

NCT0437218643 MC, DB, phIII, RCT Tocilizumab Placebo August 2020 
NCT0432061544 MC, DB, phIII, RCT Tocilizumab Placebo August 2020 
NCT0437750345 OL, phII, crossover 

RCT 
Tocilizumab Methylprednisolone August 2020 

NCT0441229146 SC◊, OL, phII, RCT  Anakinra  
 Tocilizumab 

Standard of care August 2020 

NCT0443571747 SC~, OL, phII, RCT  Tocilizumab 8mg/kg in a 
single dose 

 Tocilizumab 8mg/kg in 2 
doses 

Standard of care August 2020 

NCT0433063848 
EudraCT 2020-
001500-4149 

OL, MC, phIV, factorial 
design RCT (6 arms) 

 Anakinra 
 Siltuximab 
 Anakinra and siltuximab 
 Tocilizumab 
 Anakinra and tocilizumab 

Usual care September 2020 

NCT0433209450 MC, OL, phII, RCT Tocilizumab, 
hydroxychloroquine and 
azithromycin 

Hydroxychloroquine 
and azithromycin 

September 2020 

NCT0436103251 MC, OL, phIII, RCT Tocilizumab, enoxaparin 
and standard of care 

Deferoxamine, 
enoxaparin and 
standard of care 

September 2020 

NCT0433507152 MC, DB, phII, RCT Tocilizumab Placebo October 2020 
NCT0434544553 SC‖, OL, crossover, 

RCT 
 Tocilizumab 
 Methylprednisolone 

- October 2020 

NCT0438193654 
EudraCT2020-
001113-2155 

MC, OL, phII/III, RCT  Lopinavir-ritonavir 
 Low dose corticosteroids 
 Hydroxychloroquine 
 Azithromycin 
 Tocilizumab 

Standard of care December 2020 

NCT0431529856 DB, phII/III, RCT 
(3 arms) 

 High dose sarilumab 
 Low dose sarilumab 

Placebo March 2021 

NCT0432407357 OL, phII/III, cmRCT Sarilumab Standard of care March 2021 
NCT0433180858 OL, phII, cmRCT Tocilizumab Standard of care March 2021 
NCT0437765959 OL, phII, RCT Tocilizumab Placebo May 2021 
NCT0437775060 MC, OL, phIV, RCT Tocilizumab Placebo May 2021 
NCT0432277361 
EudraCT 2020-
001275-3262 

MC, OL, phII, RCT  
(4 arms) 

 IV tocilizumab 
 SQ tocilizumab 
 SQ sarilumab 

Standard of care June 2021 
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 Recommendations from professional bodies 

NCT0434528963 MC, DB, phIII, RCT  
(6 arms) 

 Convalescent plasma 
 Sarilumab 
 Hydroxychloroquine 
 Baricitinib 

 Injective placebo 
 Oral placebo 

June 2021 

NCT0441277264 SC*, DB, phIII, RCT Tocilizumab Placebo December 2021 
NCT0436155265 SC*, OL, phIII, RCT Tocilizumab and standard 

of care 
Standard of care May 2022 

NCT0435990159 SC*, OL, phII, RCT Sarilumab and standard of 
care 

Standard of care April 2022 

NCT0442405666 SC ,̂ OL, phIII, RCT  Anakinra +/- ruxolitinib 
(stages 2b/3) 

 Anakinra and ruxolitinib 
(advanced stage 3) 

 Tocilizumab +/- ruxolitinib 
(stages 2b/3) 

 Tocilizumab and 
ruxolitinib (advanced 
stage 3) 

Standard of care September 2022 

ChiCTR200003058067 SC▲, OL, RCT Tocilizumab and 
adalimumab 

Standard of care - 

EudraCT 2020-
001770-3068 

MC, OL, phII, RCT Tocilizumab Standard of care - 

EudraCT 2020-
001408-4169 

SC**, DB, phII, RCT Tocilizumab Placebo - 

EudraCT 2020-
002037-1570 

SC~, OL, phII, RCT Sarilumab Placebo  - 

EudraCT 2020-
001634-3671 

SC~, OL, phII, RCT Sarilumab and standard of 
care 

Standard of care - 

EudraCT 2020-
001039-2972 

MC, OL, phII, RCT Anakinra 
 

Tocilizumab - 

EudraCT 2020-
001386-3773 

MC, OL, phII, RCT Tocilizumab (early 
administration) 

Tocilizuamb (late 
administration) 

- 

EudraCT 2020-
001437-1274 

SC~, OL, phIV, RCT  IV ciclosporin 
 Oral ciclosporin 
 IV tocilizumab 

- - 

EudraCT 2020-
002032-6975 

SC~, OL, phII, RCT Tocilizumab Standard of care - 

EudraCT 2020-
001290-7476 

SC~, OL, phIII, RCT Sarilumab  Azithromycin 
 Hydroxychloroquine 

- 

EudraCT 2020-
001854-2377 

MC, OL, phII/III, RCT  Hydroxychloroquine 
 Tocilizumab 
 Sarilumab 
 Siltuximab 
 Canakinumab 
 Baricitinib 
 Methylprednisolone 

- - 

Abbreviations: cmRCT, cohort multiple randomised controlled trial; DB, double blind; IV, intravenous; MC, multicenter; OL, open 
label; RCT, randomised controlled trial; phII, phase II; phIII, phase III; phIV, phase IV; SC, single centre; SQ, subcutaneous 
~Spain *United States **Germany ‖ Malaysia ▲China ^France ◊ Sweden 

  
 

Interim guidance on the clinical management of COVID-19 by the World Health Organization (WHO)78, 
Belgium79, the Infectious Disease Society of America,80 and Spain’s Ministry of Health81 recommend 
the use of IL-6 inhibitors only in the context of a clinical trial. The Society of Critical Care Medicine, the 
European Society of Intensive Care Medicine,82 and the National Institutes of Health83 state that there 
is insufficient evidence to issue a recommendation on the use of tocilizumab for COVID-19.  

Several organisations have included IL-6 inhibitors in their treatment guidelines as an option for patients 
with severe COVID-19: 

 Interim treatment guidelines for COVID-19 from the National Centre for Infectious Diseases 
(NCID) Singapore84 do not recommend routine use of IL-6 inhibitors outside a trial setting but 
suggest that they may be considered in patients with cytokine storm or hyperinflammation, after 
careful discussion with multi-disciplinary input;  



MOH-ACE COVID-19 RAPID REVIEW 
Updated 2 July 2020. First published 25 March 2020. 

 

Page 5 of 6 
 

  Conclusion 

 Chinese Clinical Guidance for COVID-191 recommends that tocilizumab may be tried for 
patients with extensive and bilateral lung lesions who are severely ill with elevated IL-6 levels, 
without active infections such as tuberculosis; 

 The Italian Society of Infectious Diseases and Tropical Diseases COVID-19 Guideline85 
recommends the use of tocilizumab in carefully selected patients who develop acute respiratory 
distress syndrome; 

 The Society for Immunotherapy of Cancer86 has stated that the availability of IL-6 inhibitors 
should be maximised for compassionate use for hospitalised, critically ill COVID-19 patients; 

 The Johns Hopkins Medical Institution (US) recommends that patients with COVID-19 and CRS 
at high risk of severe CRS may be considered for IL-6 inhibitor therapy if a clinical trial is not 
available and the patients meet specific clinical criteria. Tocilizumab is preferred over other IL-
6 inhibitors despite very limited evidence of its benefits in the treatment of COVID-19.87 

 
 
 
 

There is a lack of high-quality evidence evaluating the efficacy and safety of IL-6 inhibitors to manage 
patients with severe COVID-19. Further data from ongoing and planned clinical trials is needed to 
confirm the role of IL-6 inhibitors in the management of patients with COVID-19.  

 References  
1. Chinese Clinical Guidance for COVID-19 Pneumonia Diagnosis and Treatment (7th edition). China National Health Commission, 2020. 
2. Roche launches clinical trial of COVID-19 pneumonia hopeful Actemra after backing from China: FiercePharma;  [Accessed 20 March 2020]. Available at: 

https://www.fiercepharma.com/pharma/roche-launches-clinical-trial-covid-19-pneumonia-hopeful-actemra-after-backing-from-china  
3. China optimizes treatment for COVID-19 China: Xinhua News; 2020 [Accessed 20 March 2020]. Available at: http://www.xinhuanet.com/english/2020-

03/06/c_138850924.htm. 
4. Xu X, Han M, Li T, et al. Effective Treatment of Severe COVID-19 Patients with Tocilizumab: The First Affliliated Hospital of University of Science and Technology of China 

(Anhui Provincial Hospital);  [Accessed 20 March 2020]. Available at: http://www.chinaxiv.org/user/download.htm?id=30387&filetype=pdf. 
5. Chen X, Zhao B, Qu Y, et al. Detectable serum SARS-CoV-2 viral load (RNAaemia) is closely associated with drastically elevated interleukin 6 (IL-6) level in critically ill 

COVID-19 patients. medRxiv. 2020:2020.02.29.20029520. 
6. COVID-19: Do not forget the host in treating this disease: University of Alabama at Birmingham;  [Accessed 20 March 2020]. Available at: 

https://www.uab.edu/news/research/item/11176-covid-19-do-not-forget-the-host-in-treating-this-disease. 
7. Chen N, Zhou M, Dong X, et al. Epidemiological and clinical characteristics of 99 cases of 2019 novel coronavirus pneumonia in Wuhan, China: a descriptive study. Lancet 

(London, England). 2020;395(10223):507-13. 
8. Huang C, Wang Y, Li X, et al. Clinical features of patients infected with 2019 novel coronavirus in Wuhan, China. Lancet (London, England). 2020;395(10223):497-506. 
9. Coomes EA, Haghbayan H. Interleukin-6 in COVID-19: A Systematic Review and Meta-Analysis. medRxiv. 2020:2020.03.30.20048058. 
10. Mehta P, McAuley DF, Brown M. COVID-19: consider cytokine storm syndromes and immunosuppression. The Lancet. March 16 2020. 
11. Chen C, Zhang X, Ju Z. Advances in the Research of Cytokine Storm Mechanism Induced By Corona Virus Disease 2019 and the Corresponding Immunotherapies. 

Zhonghua Shao Shang Za Zhi. 2020;36. 
12. Siegel ER. Here are some of the existing drugs that may be repurposed to treat coronavirus: NBC News; 2020 [Accessed 20 March 2020]. Available at: 

https://www.nbcnews.com/health/health-news/here-are-some-existing-drugs-may-be-repurposed-treat-coronavirus-n1162021. 
13. EUSA Pharma initiates study of siltuximab to treat Covid-19 patients Clinical Trials Arena;  [Accessed 23 March 2020]. Available at: 

https://www.clinicaltrialsarena.com/news/eusa-pharma-siltuximab-study-covid-19/   
14. Tiziana takes a deep breath and targets COVID-19  [Accessed 20 March 2020]. Available at: https://www.evaluate.com/vantage/articles/news/tiziana-takes-deep-breath-

and-targets-covid-19   
15. Xu X, Han M, Li T, et al. Effective treatment of severe COVID-19 patients with tocilizumab. Proceedings of the National Academy of Sciences of the United States of 

America. 2020. 
16. Tocilizumab improves significantly clinical outcomes of patients with moderate or severe COVID-19 pneumonia  [Accessed 29 May 2020]. Available at: 

https://pipelinereview.com/index.php/2020042874458/Antibodies/Tocilizumab-improves-significantly-clinical-outcomes-of-patients-with-moderate-or-severe-COVID-19-
pneumonia.html   

17. Guaraldi G, Meschiari M, Cozzi-Lepri A, et al. Tocilizumab in patients with severe COVID-19: a retrospective cohort study. The Lancet Rheumatology. 
18. Somers EC, Eschenauer GA, Troost JP, et al. Tocilizumab for treatment of mechanically ventilated patients with COVID-19. medRxiv. 2020. 
19. Mastroianni A, Greco S, Apuzzo G, et al. Subcutaneous tocilizumab treatment in patients with severe COVID-19-related cytokine release syndrome: An observational 

cohort study. EClinicalMedicine [Pre-print]. 
20. Michot JM, Albiges L, Chaput N, et al. Tocilizumab, an anti-IL6 receptor antibody, to treat Covid-19-related respiratory failure: a case report. Annals of oncology : official 

journal of the European Society for Medical Oncology. 2020. 
21. Zhang X, Song K, Tong F, et al. First case of COVID-19 in a patient with multiple myeloma successfully treated with tocilizumab. Blood advances. 2020;4(7):1307-10. 
22. Campochiaro C, Della-Torre E, Cavalli G, et al. Efficacy and safety of tocilizumab in severe COVID-19 patients: a single-centre retrospective cohort study. European 

Journal of Internal Medicine 2000; 76:43-49. 
23. COVID-19: Italian randomized study, no benefit from tocilizumab: Italian Medicines Agency. Available at: https://www.aifa.gov.it/web/guest/-/covid-19-studio-randomizzato-

italiano-nessun-beneficio-dal-tocilizumab   
24. Regeneron and Sanofi Provide Update on U.S. Phase 2/3 Adaptive-Designed Trial of Kevzara® (sarilumab) in Hospitalized COVID-19 Patients  [Accessed 5 May 2020]. 

Available at: https://newsroom.regeneron.com/news-releases/news-release-details/regeneron-and-sanofi-provide-update-us-phase-23-adaptive   
25. Gremese E, Cingolani A, Bosello SL, et al. Sarilumab use in severe SARS-CoV-2 pneumonia. medRxiv. 2020:2020.05.14.20094144. 
26. Gritti G, Raimondi F, Ripamonti D, et al. Use of siltuximab in patients with COVID-19 pneumonia requiring ventilatory support [pre-print] 2020. 
27. EUSA pharma and Papa Giovanni XXIII Hospital, Italy, provide interim analysis data for siltuximab-treated covid-19 patients from the SISCO study  [Accessed 29 May 

2020]. Available at: https://www.eusapharma.com/news/interim-analysis-data-for-siltuximab-treated-covid-19-patients-from-the-sisco-study/. 
28. Frigault MJ, Nikiforow S, Mansour M, et al. Tocilizumab not associated with increased infection risk after CAR T - Implications for COVID-19? Blood. 2020. 
29. ClinicalTrials.gov  [Accessed 23 March 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04310228?cond=COVID&draw=5&rank=39   
30. Chinese Clinical Trial Registry  [3 April 2020]. Available at: http://www.chictr.org.cn/showprojen.aspx?proj=51126  
31. ClinicalTrials.gov  [Accessed 15 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04341870?term=sarilumab&cond=covid-19&draw=2&rank=2   
32. ClinicalTrials.gov  [Accessed 15 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04335305?term=tocilizumab&cond=COVID&draw=4   
33. Chinese Clinical Trial Registry  [Accessed 3 April 2020]. Available at: http://www.chictr.org.cn/showprojen.aspx?proj=49409   

http://www.fiercepharma.com/pharma/roche-launches-clinical-trial-covid-19-pneumonia-hopeful-actemra-after-backing-from-china
http://www.xinhuanet.com/english/2020-03/06/c_138850924.htm
http://www.chinaxiv.org/user/download.htm?id=30387&filetype=pdf
http://www.uab.edu/news/research/item/11176-covid-19-do-not-forget-the-host-in-treating-this-disease
http://www.nbcnews.com/health/health-news/here-are-some-existing-drugs-may-be-repurposed-treat-coronavirus-n1162021
http://www.clinicaltrialsarena.com/news/eusa-pharma-siltuximab-study-covid-19/
http://www.evaluate.com/vantage/articles/news/tiziana-takes-deep-breath-and-targets-covid-19
http://www.aifa.gov.it/web/guest/-/covid-19-studio-randomizzato-italiano-nessun-beneficio-dal-tocilizumab
https://newsroom.regeneron.com/news-releases/news-release-details/regeneron-and-sanofi-provide-update-us-phase-23-adaptive
http://www.eusapharma.com/news/interim-analysis-data-for-siltuximab-treated-covid-19-patients-from-the-sisco-study/
http://www.chictr.org.cn/showprojen.aspx?proj=51126
https://clinicaltrials.gov/ct2/show/NCT04341870?term=sarilumab&cond=covid-19&draw=2&rank=2%20%20
https://clinicaltrials.gov/ct2/show/NCT04335305?term=tocilizumab&cond=COVID&draw=4%20%20
http://www.chictr.org.cn/showprojen.aspx?proj=49409


MOH-ACE COVID-19 RAPID REVIEW 
Updated 2 July 2020. First published 25 March 2020. 

 

Page 6 of 6 
 

34. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001413-20/ES   
35. ClinicalTrials.gov  [Accessed 6 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04333914?term=tocilizumab&cond=COVID&draw=2&rank=8   
36. ClinicalTrials.gov  [Accessed 5 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04356937?term=tocilizumab&cond=COVID&draw=3&rank=9   
37. ClinicalTrials.gov  [Accessed 5 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04363736?term=tocilizumab&cond=COVID&draw=3&rank=14   
38. ClinicalTrials.gov  [Accessed 5 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04357808?term=sarilumab&cond=COVID&draw=2&rank=2   
39. ClinicalTrials.gov  [Accessed 3 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04327388?term=sarilumab&cond=COVID&draw=2&rank=2#contacts   
40. ClinicalTrials.gov  [Accessed 5 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04357860?term=sarilumab&cond=COVID&draw=2&rank=5#contacts   
41. ClinicalTrials.gov  [Accessed 1 June 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04403685?term=tocilizumab&cond=COVID&draw=2&rank=11  
42. ClinicalTrials.gov  [Accessed 1 July 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04409262. 
43. ClinicalTrials.gov  [Accessed 5 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04372186?term=tocilizumab&cond=COVID&draw=3&rank=10   
44. ClinicalTrials.gov  [Accessed 27 March 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04320615?term=tocilizumab&cond=covid&draw=2&rank=2   
45. ClinicalTrials.gov  [Accessed 29 May 2020]. Available at: 

https://clinicaltrials.gov/ct2/show/NCT04377503?term=tocilizumab+OR+sarilumab+OR+siltuximab&cond=COVID&draw=2&rank=23   
46. ClinicalTrials.gov  [Accessed 1 July 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04412291. 
47. ClinicalTrials.gov  [Accessed 1 July 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04435717. 
48. ClinicalTrials.gov  [Accessed 3 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04330638?term=tocilizumab&cond=COVID&draw=2&rank=9#contacts   
49. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001500-41/BE#G   
50. ClinicalTrials.gov  [Accessed 3 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04332094?term=tocilizumab&cond=COVID&draw=2&rank=1   
51. ClinicalTrials.gov  [Accessed 5 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04361032?term=tocilizumab&cond=COVID&draw=3&rank=4   
52. ClinicalTrials.gov  [Accessed 15 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04335071?term=tocilizumab&cond=COVID&draw=4&rank=4   
53. ClinicalTrials.gov  [Accessed 15 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04345445?term=tocilizumab&cond=covid-19&draw=2&rank=2   
54. ClinicalTrials.gov  [Accessed 29 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04381936#contacts  
55. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001113-21/GB. 
56. ClinicalTrials.gov  [Accessed 23 March 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04315298?cond=COVID&draw=2&rank=6   
57. ClinicalTrials.gov  [Accessed 3 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04324073?term=sarilumab&cond=COVID&draw=2&rank=3. 
58. ClinicalTrials.gov  [Accessed 3 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04331808?term=tocilizumab&cond=COVID&draw=2&rank=7   
59. ClinicalTrials.gov  [Accessed 29 May 2020]. Available at: 

https://clinicaltrials.gov/ct2/show/record/NCT04377659?term=tocilizumab+OR+sarilumab+OR+siltuximab&cond=COVID&draw=2&rank=14    
60. ClinicalTrials.gov  [Accessed 29 May 2020]. Available at: 

https://clinicaltrials.gov/ct2/show/NCT04377750?term=tocilizumab+OR+sarilumab+OR+siltuximab&cond=COVID&draw=2&rank=9. 
61. ClinicalTrials.gov  [Accessed 27 March 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04322773?term=tocilizumab&cond=covid&draw=2&rank=5   
62. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001275-32/DK  
63. ClinicalTrials.gov  [Accessed 15 April 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04345289?term=sarilumab&cond=covid-19&draw=2&rank=7   
64. ClinicalTrials.gov  [Accessed 1 July 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04412772. 
65. ClinicalTrials.gov  [Accessed 5 May 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04361552?term=tocilizumab&cond=COVID&draw=3&rank=22   
66. ClinicalTrials.gov  [Accessed 1 July 2020]. Available at: https://clinicaltrials.gov/ct2/show/NCT04424056. 
67. Chinese Clinical Trial Registry  [Accessed 29 May 2020]. Available at: http://www.chictr.org.cn/showprojen.aspx?proj=50693  
68. EU Clinical Trials Register  [Accessed 29 May 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001770-30/BE. 
69. EU Clinical Trials Register  [Accessed 29 May 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001408-41/DE  
70. EU Clinical Trials Register  [Accessed 29 May 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-002037-15/ES   
71. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001634-36/ES   
72. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001039-29/GR#D   
73. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001386-37/IT   
74. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001437-12/ES  
75. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-002032-69/ES  
76. EU Clinical Trials Register  [Accessed 1 June 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001290-74/ES#D  
77. EU Clinical Trials Register  [Accessed 1 July 2020]. Available at: https://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001854-23/IT#D   
78. Clinical management of COVID-19 (Interim guidance): World Health Organization; 27 May 2020 [Accessed 30 June 2020]. Available at: 

https://www.who.int/publications/i/item/clinical-management-of-covid-19   
79. Interim Clinical Guidance for Adults with Suspected or Confirmed COVID-19 in Belgium (version 11)  [Accessed 30 June 2020]. Available at: https://covid-

19.sciensano.be/sites/default/files/Covid19/COVID-19_InterimGuidelines_Treatment_ENG.pdf   
80. Infectious Diseases Society of America Guidelines on the Treatment and Management of Patients with COVID-19 2020 [Accessed 30 June 2020]. Available at: 

https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/   
81. Treatments available for the management of respiratory infection by SARS-CoV-2 (updated May 28, 2020): Agencia espanola de medicamentos y productos sanitarios;  

[Accessed 30 June 2020]. Available at: https://www.aemps.gob.es/la-aemps/ultima-informacion-de-la-aemps-acerca-del-covid%E2%80%9119/tratamientos-disponibles-
para-el-manejo-de-la-infeccion-respiratoria-por-sars-cov-2/   

82. Surviving Sepsis Campaign: Guidelines on the Management of Critically Ill Adults with Coronavirus Disease 2019 (COVID-19): Society of Critical Care Medicine and the 
European Society of Intensive Care Medicine;  [Accessed 20 March 2020]. 

83. Therapeutic Options for COVID-19 Currently Under Investigation: National Institutes of Health;  [Accessed 30 June 2020]. Available at: 
https://covid19treatmentguidelines.nih.gov/therapeutic-options-under-investigation/   

84. Interim Treatment Guidelines for COVID-19 (Version 2.0, dated 15 June 2020): National Centre for Infectious Diseases. Available at: 
https://www.ncid.sg/Documents/Interim%20Treatment%20Guidelines%20for%20COVID-19%20v2%2015-6-2020.pdf   

85. Vademecum per la cura delle persone con malattia da COVI-19 Edizione 2.0, 13 marzo 2020. SIMIT Società Italiana di Malattie Infettive e Tropicali SEZIONE REGIONE 
LOMBARDIA. 

86. SITC Statement on anti-IL-6/IL6R for COVID-19: Society for Immunotherapy of Cancer;  [Accessed 27 March 2020]. Available at: https://www.sitcancer.org/research/covid-
19-resources/il-6-editorial   

87. JHMI Clinical Guidance for Available Pharmacologic Therapies for COVID-19  Updated April 07, 2020  Available at: 
https://www.hopkinsguides.com/hopkins/ub?cmd=repview&type=479-1129&name=5_538747_PDF   

 

http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001413-20/ES
https://clinicaltrials.gov/ct2/show/NCT04333914?term=tocilizumab&cond=COVID&draw=2&rank=8%20%20
https:/clinicaltrials.gov/ct2/show/NCT04356937?term=tocilizumab&cond=COVID&draw=3&rank=9%20%20
https://clinicaltrials.gov/ct2/show/NCT04363736?term=tocilizumab&cond=COVID&draw=3&rank=14%20%20
https:/clinicaltrials.gov/ct2/show/NCT04357808?term=sarilumab&cond=COVID&draw=2&rank=2%20%20
https:/clinicaltrials.gov/ct2/show/NCT04327388?term=sarilumab&cond=COVID&draw=2&rank=2%23contacts%20%20
https://clinicaltrials.gov/ct2/show/NCT04357860?term=sarilumab&cond=COVID&draw=2&rank=5%23contacts%20%20
https://clinicaltrials.gov/ct2/show/NCT04403685?term=tocilizumab&cond=COVID&draw=2&rank=11%20
https://clinicaltrials.gov/ct2/show/NCT04409262.
https://clinicaltrials.gov/ct2/show/NCT04372186?term=tocilizumab&cond=COVID&draw=3&rank=10%20%20
https://clinicaltrials.gov/ct2/show/NCT04320615?term=tocilizumab&cond=covid&draw=2&rank=2%20%20
https://clinicaltrials.gov/ct2/show/NCT04377503?term=tocilizumab+OR+sarilumab+OR+siltuximab&cond=COVID&draw=2&rank=23%20%20
https://clinicaltrials.gov/ct2/show/NCT04412291.
https:/clinicaltrials.gov/ct2/show/NCT04435717.
https://clinicaltrials.gov/ct2/show/NCT04330638?term=tocilizumab&cond=COVID&draw=2&rank=9%23contacts%20%20
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001500-41/BE#G
https://clinicaltrials.gov/ct2/show/NCT04332094?term=tocilizumab&cond=COVID&draw=2&rank=1%20%20
https://clinicaltrials.gov/ct2/show/NCT04361032?term=tocilizumab&cond=COVID&draw=3&rank=4%20%20
https://clinicaltrials.gov/ct2/show/NCT04335071?term=tocilizumab&cond=COVID&draw=4&rank=4%20%20
https://clinicaltrials.gov/ct2/show/NCT04345445?term=tocilizumab&cond=covid-19&draw=2&rank=2%20%20
https://clinicaltrials.gov/ct2/show/NCT04381936%23contacts
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001113-21/GB
https://clinicaltrials.gov/ct2/show/NCT04315298?cond=COVID&draw=2&rank=6%20%20
https://clinicaltrials.gov/ct2/show/NCT04324073?term=sarilumab&cond=COVID&draw=2&rank=3.
https://clinicaltrials.gov/ct2/show/NCT04331808?term=tocilizumab&cond=COVID&draw=2&rank=7%20%20
https://clinicaltrials.gov/ct2/show/record/NCT04377659?term=tocilizumab+OR+sarilumab+OR+siltuximab&cond=COVID&draw=2&rank=14%20%20%20
https://clinicaltrials.gov/ct2/show/NCT04377750?term=tocilizumab+OR+sarilumab+OR+siltuximab&cond=COVID&draw=2&rank=9.
https://clinicaltrials.gov/ct2/show/NCT04322773?term=tocilizumab&cond=covid&draw=2&rank=5%20%20
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001275-32/DK
https://clinicaltrials.gov/ct2/show/NCT04345289?term=sarilumab&cond=covid-19&draw=2&rank=7%20
https://clinicaltrials.gov/ct2/show/NCT04412772.
https://clinicaltrials.gov/ct2/show/NCT04361552?term=tocilizumab&cond=COVID&draw=3&rank=22%20%20
https://clinicaltrials.gov/ct2/show/NCT04424056.
http://www.chictr.org.cn/showprojen.aspx?proj=50693
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001770-30/BE
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001408-41/DE
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-002037-15/ES
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001634-36/ES
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001039-29/GR#D
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001386-37/IT
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001437-12/ES
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-002032-69/ES
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001290-74/ES#D
http://www.clinicaltrialsregister.eu/ctr-search/trial/2020-001854-23/IT#D
http://www.who.int/publications/i/item/clinical-management-of-covid-19
https://covid-19.sciensano.be/sites/default/files/Covid19/COVID-19_InterimGuidelines_Treatment_ENG.pdf
http://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/
http://www.aemps.gob.es/la-aemps/ultima-informacion-de-la-aemps-acerca-del-covid%E2%80%9119/tratamientos-disponibles-para-el-manejo-de-la-infeccion-respiratoria-por-sars-cov-2/
http://www.ncid.sg/Documents/Interim Treatment Guidelines for COVID-19 v2 15-6-2020.pdf
http://www.sitcancer.org/research/covid-19-resources/il-6-editorial
http://www.hopkinsguides.com/hopkins/ub?cmd=repview&type=479-1129&name=5_538747_PDF

	_ENREF_1
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_2
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_ENREF_23
	_ENREF_24
	_ENREF_25
	_ENREF_26
	_ENREF_27
	_ENREF_28
	_ENREF_29
	_ENREF_3
	_ENREF_30
	_ENREF_31
	_ENREF_32
	_ENREF_33
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_34
	_ENREF_35
	_ENREF_36
	_ENREF_37
	_ENREF_38
	_ENREF_39
	_ENREF_40
	_ENREF_41
	_ENREF_42
	_ENREF_43
	_ENREF_44
	_ENREF_45
	_ENREF_46
	_ENREF_47
	_ENREF_48
	_ENREF_49
	_ENREF_50
	_ENREF_51
	_ENREF_52
	_ENREF_53
	_ENREF_54
	_ENREF_55
	_ENREF_56
	_ENREF_57
	_ENREF_58
	_ENREF_59
	_ENREF_60
	_ENREF_61
	_ENREF_62
	_ENREF_63
	_ENREF_64
	_ENREF_65
	_ENREF_66
	_ENREF_67
	_ENREF_68
	_ENREF_69
	_ENREF_70
	_ENREF_71
	_ENREF_72
	_ENREF_73
	_ENREF_74
	_ENREF_75
	_ENREF_76
	_ENREF_77
	_ENREF_78
	_ENREF_79
	_ENREF_80
	_ENREF_81
	_ENREF_82
	_ENREF_83
	_ENREF_84
	_ENREF_85
	_ENREF_86
	_ENREF_87

