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1. Pilot prospective open, single-arm multicentre study on off-label use of tocilizumab in patients 
with severe COVID-19. 

Author(s): Sciascia S; Aprà F; Baffa A; Baldovino S; Boaro D; Boero R; Bonora S; Calcagno A; Cecchi I; 
Cinnirella G; Converso M; Cozzi M; Crosasso P; De Iaco F; Di Perri G; Eandi M; Fenoglio R; Giusti M; 
Imperiale D; Imperiale G; Livigni S; Manno E; Massara C; Milone V; Natale G; Navarra M; Oddone V; 
Osella S; Piccioni P; Radin M; Roccatello D; Rossi D 

Source: Clinical and experimental rheumatology; 

Publication Type(s): Journal Article 

PubMedID: 32359035 

Abstract:OBJECTIVES: No agent has yet been proven to be effective for the treatment of patients 
with severe COVID-19.METHODS: We conducted a pilot prospective open, single-arm multicentre 
study on off-label use of tocilizumab (TCZ) involving 63 hospitalised adult patients (56 males, age 
62.6±12.5) with severe COVID-19. Clinical and laboratory parameters were prospectively collected at 
baseline, day 1, 2, 7 and 14. No moderate-to severe adverse events attributable to TCZ were 
recorded.RESULTS: We observed a significant improvement in the levels of ferritin, C-reactive 
protein, D-dimer. The ratio of the partial pressure of oxygen (Pa02) to the fraction of inspired oxygen 
(Fi02) improved (mean±SD Pa02/Fi02 at admission: 152±53; at day 7: 283.73 ± 115.9, at day 14: 
302.2 ± 126, p<0.05). The overall mortality was 11%; D-dimer level at baseline, but not IL-6 levels 
were predictors of mortality. TCZ administration within 6 days from admission in the hospital was 
associated with an increased likelihood of survival (HR 2.2 95%CI 1.3-6.7, p<0.05).CONCLUSIONS: In 
hospitalised adult patients with severe COVID-19, TCZ could be a safe option. An improvement in 
respiratory and laboratory parameters was observed. Future controlled trials in patients with severe 
illness are urgently needed to confirm the definite benefit with IL-6 target therapy. 
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2. COVID-19, immune system response, hyperinflammation and repurposing antirheumatic drugs 

Author(s): Tufan A; Avanoğlu Güler A; Matucci-Cerinic M 

Source: Turkish journal of medical sciences; ; vol. 50 (no. SI-1); p. 620-632 

Publication Type(s): Journal Article; Review 

PubMedID: 32299202 

Available  at Turkish journal of medical sciences -  from Free Medical Journals . com  

Available  at Turkish journal of medical sciences -  from Unpaywall  

Abstract:In the Wuhan Province of China, in December 2019, the novel coronavirus 2019 (COVID-19) 
has caused a severe involvement of the lower respiratory tract leading to an acute respiratory 
syndrome. Subsequently, coronavirus 2 (SARS-CoV-2) provoked a pandemic which is considered a 
life-threatening disease. The SARS-CoV-2, a family member of betacoronaviruses, possesses single-
stranded positive-sense RNA with typical structural proteins, involving the envelope, membrane, 
nucleocapsid and spike proteins that are responsible for the viral infectivity, and nonstructural 
proteins. The effectual host immune response including innate and adaptive immunity against SARS-
Cov-2 seems crucial to control and resolve the viral infection. However, the severity and outcome of 
the COVID-19 might be associated with the excessive production of proinflammatory cytokines 
"cytokine storm" leading to an acute respiratory distress syndrome. Regretfully, the exact 
pathophysiology and treatment, especially for the severe COVID-19, is still uncertain. The results of 
preliminary studies have shown that immune-modulatory or immune-suppressive treatments such 
as hydroxychloroquine, interleukin (IL)-6 and IL-1 antagonists, commonly used in rheumatology, 
might be considered as treatment choices for COVID-19, particularly in severe disease. In this review, 
to gain better information about appropriate anti-inflammatory treatments, mostly used in 
rheumatology for COVID-19, we have focused the attention on the structural features of SARS-CoV-
2, the host immune response against SARS-CoV-2 and its association with the cytokine storm. 
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3. Induction of pro-inflammatory cytokines (IL-1 and IL-6) and lung inflammation by Coronavirus-
19 (COVI-19 or SARS-CoV-2): anti-inflammatory strategies. 

Author(s): Conti P; Ronconi G; Caraffa A; Gallenga CE; Ross R; Frydas I; Kritas SK 

Source: Journal of biological regulators and homeostatic agents; ; vol. 34 (no. 2) 

Publication Type(s): Editorial 

PubMedID: 32171193 

Abstract:Coronavirus-19 (COVI-19) involves humans as well as animals and may cause serious 
damage to the respiratory tract, including the lung: coronavirus disease (COVID-19). This pathogenic 
virus has been identified in swabs performed on the throat and nose of patients who suffer from or 
are suspected of the disease. When COVI-19 infect the upper and lower respiratory tract it can cause 
mild or highly acute respiratory syndrome with consequent release of pro-inflammatory cytokines, 
including interleukin (IL)-1β and IL-6.   The binding of COVI-19 to the Toll Like Receptor (TLR) causes 
the release of pro-IL-1β which is cleaved by caspase-1, followed by inflammasome activation and 
production of active mature IL-1β which is a mediator of lung inflammation, fever and fibrosis. 
Suppression of pro-inflammatory IL-1 family members and IL-6 have been shown to have a 
therapeutic effect in many inflammatory diseases, including viral infections.   Cytokine IL-37 has the 
ability to suppress innate and acquired immune response and also has the capacity to inhibit 
inflammation by acting on IL-18Rα receptor. IL-37 performs its immunosuppressive activity by acting 
on mTOR and increasing the adenosine monophosphate (AMP) kinase. This cytokine inhibits class II 
histocompatibility complex (MHC) molecules and inflammation in inflammatory diseases by 
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suppressing MyD88 and subsequently IL-1β, IL-6, TNF and CCL2. The suppression of IL-1β by IL-37 in 
inflammatory state induced by coronavirus-19 can have a new therapeutic effect previously 
unknown. Another inhibitory cytokine is IL-38, the newest cytokine of the IL-1 family members, 
produced by several immune cells including B cells and macrophages.   IL-38 is also a suppressor 
cytokine which inhibits IL-1β and other pro-inflammatory IL-family members. IL-38 is a potential 
therapeutic cytokine which inhibits inflammation in viral infections including that caused by 
coronavirus-19, providing a new relevant strategy. 

Database: PubMed 

 

4. Potent binding of 2019 novel coronavirus spike protein by a SARS coronavirus-specific human 
monoclonal antibody. 

Author(s): Tian, Xiaolong; Li, Cheng; Huang, Ailing; Xia, Shuai; Lu, Sicong; Shi, Zhengli; Lu, Lu; Jiang, 
Shibo; Yang, Zhenlin; Wu, Yanling; Ying, Tianlei 

Source: Emerging microbes & infections; 2020; vol. 9 (no. 1); p. 382-385 

Publication Date: 2020 

Publication Type(s): Letter 

PubMedID: 32065055 

Available  at Emerging Microbes and Infections -  from Europe PubMed Central - Open Access  

Available  at Emerging Microbes and Infections -  from ProQuest (Health Research Premium) - NHS 
Version  

Available  at Emerging Microbes and Infections -  from Unpaywall  

Abstract:The newly identified 2019 novel coronavirus (2019-nCoV) has caused more than 11,900 
laboratory-confirmed human infections, including 259 deaths, posing a serious threat to human 
health. Currently, however, there is no specific antiviral treatment or vaccine. Considering the 
relatively high identity of receptor-binding domain (RBD) in 2019-nCoV and SARS-CoV, it is urgent to 
assess the cross-reactivity of anti-SARS CoV antibodies with 2019-nCoV spike protein, which could 
have important implications for rapid development of vaccines and therapeutic antibodies against 
2019-nCoV. Here, we report for the first time that a SARS-CoV-specific human monoclonal antibody, 
CR3022, could bind potently with 2019-nCoV RBD (KD of 6.3 nM). The epitope of CR3022 does not 
overlap with the ACE2 binding site within 2019-nCoV RBD. These results suggest that CR3022 may 
have the potential to be developed as candidate therapeutics, alone or in combination with other 
neutralizing antibodies, for the prevention and treatment of 2019-nCoV infections. Interestingly, 
some of the most potent SARS-CoV-specific neutralizing antibodies (e.g. m396, CR3014) that target 
the ACE2 binding site of SARS-CoV failed to bind 2019-nCoV spike protein, implying that the 
difference in the RBD of SARS-CoV and 2019-nCoV has a critical impact for the cross-reactivity of 
neutralizing antibodies, and that it is still necessary to develop novel monoclonal antibodies that 
could bind specifically to 2019-nCoV RBD. 

Database: Medline 
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5. Therapeutic strategies in an outbreak scenario to treat the novel coronavirus originating in 
Wuhan, China. 

Author(s): Kruse, Robert L 

Source: F1000Research; 2020; vol. 9 ; p. 72 

Publication Date: 2020 

Publication Type(s): Journal Article Review 

PubMedID: 32117569 

Available  at F1000Research -  from Europe PubMed Central - Open Access  

Available  at F1000Research -  from Unpaywall  

Abstract:A novel coronavirus (2019-nCoV) originating in Wuhan, China presents a potential 
respiratory viral pandemic to the world population. Current efforts are focused on containment and 
quarantine of infected individuals. Ultimately, the outbreak could be controlled with a protective 
vaccine to prevent 2019-nCoV infection. While vaccine research should be pursued intensely, there 
exists today no therapy to treat 2019-nCoV upon infection, despite an urgent need to find options to 
help these patients and preclude potential death. Herein, I review the potential options to treat 
2019-nCoV in patients, with an emphasis on the necessity for speed and timeliness in developing 
new and effective therapies in this outbreak. I consider the options of drug repurposing, developing 
neutralizing monoclonal antibody therapy, and an oligonucleotide strategy targeting the viral RNA 
genome, emphasizing the promise and pitfalls of these approaches. Finally, I advocate for the fastest 
strategy to develop a treatment now, which could be resistant to any mutations the virus may have 
in the future. The proposal is a biologic that blocks 2019-nCoV entry using a soluble version of the 
viral receptor, angiotensin-converting enzyme 2 (ACE2), fused to an immunoglobulin Fc domain, 
providing a neutralizing antibody with maximal breath to avoid any viral escape, while also helping 
to recruit the immune system to build lasting immunity. The sequence of the ACE2-Fc protein is 
provided to investigators, allowing its possible use in recombinant protein expression systems to 
start producing drug today to treat patients under compassionate use, while formal clinical trials are 
later undertaken. Such a treatment could help infected patients before a protective vaccine is 
developed and widely available in the coming months to year(s). 
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6. An emerging coronavirus causing pneumonia outbreak in Wuhan, China: calling for developing 
therapeutic and prophylactic strategies. 

Author(s): Jiang, Shibo; Du, Lanying; Shi, Zhengli 

Source: Emerging microbes & infections; 2020; vol. 9 (no. 1); p. 275-277 

Publication Date: 2020 

Publication Type(s): Journal Article 

PubMedID: 32005086 

Available  at Emerging microbes & infections -  from Europe PubMed Central - Open Access )  

Available  at Emerging microbes & infections -  from ProQuest (Health Research Premium) - NHS 
Version  

Available  at Emerging microbes & infections -  from Unpaywall  
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7. Rapid and Severe Covid-19 Pneumonia with Severe Acute Chest Syndrome in a Sickle Cell 
Patient Successfully Treated with Tocilizumab 

Author(s): De Luna G.; Habibi A.; Colard M.; Bartolucci P.; Deux J.F.; d'Alexandry d'Orengiani A.L.P.H.; 
Schlemmer F.; Joher N.; Kassasseya C.; Pawlotsky J.M.; Ourghanlian C.; Michel M.; Mekontso-Dessap 
A. 

Source: American Journal of Hematology; 2020 

Publication Date: 2020 

Publication Type(s): Note 

PubMedID: 32282956 

Available  at American journal of hematology -  from Wiley Online Library  
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8. Clinical trials for coronavirus disease 2019: What is being evaluated and what is not 

Author(s): Arabi Y.; Asseri A.; Webb S.; Marshall J.; Al Moamary M. 

Source: Annals of Thoracic Medicine; 2020; vol. 15 (no. 2); p. 49-51 

Publication Date: 2020 

Publication Type(s): Review 

Available  at Annals of Thoracic Medicine -  from Europe PubMed Central - Open Access  

Available  at Annals of Thoracic Medicine -  from ProQuest (Health Research Premium) - NHS Version  

Available  at Annals of Thoracic Medicine -  from Unpaywall  

Abstract:Since the report of the first case of coronavirus disease 2019 (COVID-19) in China in late 
December 2019, there have been 204 610 cases worldwide as of 18 March, 2020. As part of the 
response to this outbreak, there has been an impressive amount of research undertaken to better 
characterize the disease and to evaluate therapeutic options. By March 12, 2020, there are more 
than 382 studies registered in the clinical trials databases addressing COVID-19 including more than 
80 randomized controlled trials.Copyright © 2020 Journal of Research in Pharmacy Practice - 
Published by Wolters Kluwer - Medknow. 
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9. Tocilizumab: A new opportunity in the possible therapeutic arsenal against COVID-19 

Author(s): Ortiz-Martinez Y. 

Source: Travel Medicine and Infectious Disease; 2020 

Publication Date: 2020 

Publication Type(s): Letter 

Available  at Travel Medicine and Infectious Disease -  from Unpaywall  
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10. Treatment options for COVID-19: The reality and challenges 

Author(s): Jean S.-S.; Lee P.-I.; Hsueh P.-R. 

Source: Journal of Microbiology, Immunology and Infection; 2020 

Publication Date: 2020 

Publication Type(s): Review 

PubMedID: 32307245 

Available  at Journal of microbiology, immunology, and infection = Wei mian yu gan ran za zhi -  from 
Unpaywall  

Abstract:An outbreak related to the severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) 
was first reported in Wuhan, China in December 2019. An extremely high potential for dissemination 
resulted in the global coronavirus disease 2019 (COVID-19) pandemic in 2020. Despite the worsening 
trends of COVID-19, no drugs are validated to have significant efficacy in clinical treatment of COVID-
19 patients in large-scale studies. Remdesivir is considered the most promising antiviral agent; it 
works by inhibiting the activity of RNA-dependent RNA polymerase (RdRp). A large-scale study 
investigating the clinical efficacy of remdesivir (200 mg on day 1, followed by 100 mg once daily) is 
on-going. The other excellent anti-influenza RdRp inhibitor favipiravir is also being clinically 
evaluated for its efficacy in COVID-19 patients. The protease inhibitor lopinavir/ritonavir (LPV/RTV) 
alone is not shown to provide better antiviral efficacy than standard care. However, the regimen of 
LPV/RTV plus ribavirin was shown to be effective against SARS-CoV in vitro. Another promising 
alternative is hydroxychloroquine (200 mg thrice daily) plus azithromycin (500 mg on day 1, followed 
by 250 mg once daily on day 2-5), which showed excellent clinical efficacy on Chinese COVID-19 
patients and anti-SARS-CoV-2 potency in vitro. The roles of teicoplanin (which inhibits the viral 
genome exposure in cytoplasm) and monoclonal and polyclonal antibodies in the treatment of SARS-
CoV-2 are under investigation. Avoiding the prescription of non-steroidal anti-inflammatory drugs, 
angiotensin converting enzyme inhibitors, or angiotensin II type I receptor blockers is advised for 
COVID-19 patients.Copyright © 2020 
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11. Can we use interleukin-6 (IL-6) blockade for coronavirus disease 2019 (COVID-19)-induced 
cytokine release syndrome (CRS)? 

Author(s): Liu B.; Zhou Z.; Xiang Y.; Li M.; Guan X. 

Source: Journal of Autoimmunity; 2020 

Publication Date: 2020 

Publication Type(s): Review 

PubMedID: 32291137 

Available  at Journal of autoimmunity -  from Unpaywall  

Abstract:The emergent outbreak of coronavirus disease 2019 (COVID-19) has caused a global 
pandemic. Acute respiratory distress syndrome (ARDS) and multiorgan dysfunction are among the 
leading causes of death in critically ill patients with COVID-19. The elevated inflammatory cytokines 
suggest that a cytokine storm, also known as cytokine release syndrome (CRS), may play a major role 
in the pathology of COVID-19. However, the efficacy of corticosteroids, commonly utilized 
antiinflammatory agents, to treat COVID-19-induced CRS is controversial. There is an urgent need for 
novel therapies to treat COVID-19-induced CRS. Here, we discuss the pathogenesis of severe acute 
respiratory syndrome (SARS)-induced CRS, compare the CRS in COVID-19 with that in SARS and 
Middle East respiratory syndrome (MERS), and summarize the existing therapies for CRS. We 
propose to utilize interleukin-6 (IL-6) blockade to manage COVID-19-induced CRS and discuss several 
factors that should be taken into consideration for its clinical application.Copyright © 2020 Elsevier 
Ltd 
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12. Favorable changes of CT findings in a patient with COVID-19 pneumonia after treatment with 
tocilizumab 

Author(s): Cellina M.; Orsi M.; Bombaci F.; Oliva G.; Sala M.; Marino P. 

Source: Diagnostic and Interventional Imaging; 2020 

Publication Date: 2020 

Publication Type(s): Letter 

PubMedID: 32278585 

Available  at Diagnostic and interventional imaging -  from Unpaywall  
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13. Innate immunity in COVID-19 patients mediated by NKG2A receptors, and potential treatment 
using Monalizumab, Cholroquine, and antiviral agents 

Author(s): Yaqinuddin A.; Kashir J. 

Source: Medical Hypotheses; Jul 2020; vol. 140 

Publication Date: Jul 2020 

Publication Type(s): Article 

Abstract:Following the outbreak of a novel coronavirus (SARS-CoV-2), studies suggest that the 
resultant disease (COVID-19) is more severe in individuals with a weakened immune system. 
Cytotoxic T-cells (CTLs) and Natural Killer (NK) cells are required to generate an effective immune 
response against viruses, functional exhaustion of which enables disease progression. Patients with 
severe COVID-19 present significantly lower lymphocyte, and higher neutrophil, counts in blood. 
Specifically, CD8+ lymphocytes and NK cells were significantly reduced in cases of severe infection 
compared to patients with mild infection and healthy individuals. The NK group 2 member A 
(NKG2A) receptor transduces inhibitory signalling, suppressing NK cytokine secretion and 
cytotoxicity. Overexpression of NKG2A has been observed on CD8+ and NK cells of COVID-19 
infected patients compared to healthy controls, while NKG2A overexpression also functionally 
exhausts CD8+ cells and NK cells, resulting in a severely compromised innate immune response. 
Blocking NKG2A on CD8+ cells and NK cells in cancers modulated tumor growth, restoring CD8+ T 
and NK cell function. A recently proposed mechanism via which SARS-CoV-2 overrides innate 
immune response of the host is by over-expressing NKG2A on CD+ T and NK cells, culminating in 
functional exhaustion of the immune response against the viral pathogen. Monalizumab is an 
inhibiting antibody against NKG2A which can restore the function of CD8 + T and NK cells in cancers, 
successfully ceasing tumor progression with no significant side effects in Phase 2 clinical trials. We 
hypothesize that patients with severe COVID-19 have a severely compromised innate immune 
response and could be treated via the use of Monalizumab, interferon alpha, chloroquine, and other 
antiviral agents.Copyright © 2020 Elsevier Ltd 
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14. Supportive Treatment with Tocilizumab for COVID-19: A Systematic Review 

Author(s): Alzghari S.K.; Acuna V.S. 
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15. COVID-19 in a patient with systemic sclerosis treated with tocilizumab for SSc-ILD. 

Author(s): Mihai, Carina; Dobrota, Rucsandra; Schröder, Maria; Garaiman, Alexandru; Jordan, 
Suzana; Becker, Mike Oliver; Maurer, Britta; Distler, Oliver 

Source: Annals of the rheumatic diseases; May 2020; vol. 79 (no. 5); p. 668-669 

Publication Date: May 2020 

Publication Type(s): Letter Case Reports 

PubMedID: 32241792 

Available  at Annals of the Rheumatic Diseases -  from BMJ Journals - NHS  
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16. A short review on antibody therapy for COVID-19 

Author(s): Venkat Kumar G.; Jeyanthi V.; Ramakrishnan S. 

Source: New Microbes and New Infections; May 2020; vol. 35 

Publication Date: May 2020 

Publication Type(s): Review 

Available  at New Microbes and New Infections -  from Europe PubMed Central - Open Access  

Available  at New Microbes and New Infections -  from Unpaywall  

Abstract:The beginning of the novel SARS-CoV-2 human coronavirus in Wuhan, China, has triggered 
a worldwide respiratory disease outbreak (COVID-19). By April 07, 2020, SARS-CoV-2 has affected 
more than 1.36 million people worldwide and caused more than 75,900 deaths. To date, the anti-
malaria drug hydroxychloroquine found to be a treatment option for SARS-CoV-2. In addition to 
supportive treatment, such as oxygen supply in moderate cases and extracorporeal membrane 
oxygenation in critically ill patients, unique medications for this condition are also under 
investigation. Here we reviewed the antibody therapy might be an immediate strategy for 
emergency prophylaxis and SARS-CoV-2 therapy.Copyright © 2020 
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17. Old and new antirheumatic drugs for the treatment of COVID-19 

Author(s): Benucci M.; Damiani A.; Infantino M.; Manfredi M.; Quartuccio L. 

Source: Joint Bone Spine; May 2020; vol. 87 (no. 3); p. 195-197 

Publication Date: May 2020 

Publication Type(s): Editorial 
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18. Recommendations for coronavirus infection in rheumatic diseases treated with biologic 
therapy 

Author(s): Ceribelli A.; De Santis M.; Selmi C.; Motta F.; Ansari A.A.; Ridgway W.M.; Gershwin M.E. 

Source: Journal of Autoimmunity; May 2020; vol. 109 

Publication Date: May 2020 

Publication Type(s): Review 

PubMedID: 32253068 

Available  at Journal of autoimmunity -  from Unpaywall  

Abstract:The Coronavirus-associated disease, that was first identified in 2019 in China (CoViD-19), is 
a pandemic caused by a bat-derived beta-coronavirus, named SARS-CoV2. It shares homology with 
SARS and MERS-CoV, responsible for past outbreaks in China and in Middle East. SARS-CoV2 spread 
from China where the first infections were described in December 2019 and is responsible for the 
respiratory symptoms that can lead to acute respiratory distress syndrome. A cytokine storm has 
been shown in patients who develop fatal complications, as observed in past coronavirus infections. 
The management includes ventilatory support and broad-spectrum antiviral drugs, empirically 
utilized, as a targeted therapy and vaccines have not been developed. Based upon our limited 
knowledge on the pathogenesis of CoViD-19, a potential role of some anti-rheumatic drugs may be 
hypothesized, acting as direct antivirals or targeting host immune response. Antimalarial drugs, 
commonly used in rheumatology, may alter the lysosomal proteases that mediates the viral entry 
into the cell and have demonstrated efficacy in improving the infection. Anti-IL-1 and anti-IL-6 may 
interfere with the cytokine storm in severe cases and use of tocilizumab has shown good outcomes 
in a small cohort. Baricitinib has both antiviral and anti-inflammatory properties. Checkpoints 
inhibitors such as anti-CD200 and anti-PD1 could have a role in the treatment of CoViD-19. 
Rheumatic disease patients taking immunosuppressive drugs should be recommended to maintain 
the chronic therapy, prevent infection by avoiding social contacts and pausing immunosuppressants 
in case of infection. National and international registries are being created to collect data on 
rheumatic patients with CoViD-19.Copyright © 2020 
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19. Potential interventions for novel coronavirus in China: A systematic review 

Author(s): Zhang L.; Liu Y. 

Source: Journal of Medical Virology; May 2020; vol. 92 (no. 5); p. 479-490 

Publication Date: May 2020 

Publication Type(s): Review 

PubMedID: 32052466 

Available  at Journal of medical virology -  from Wiley Online Library  

Available  at Journal of medical virology -  from Unpaywall  

Abstract:An outbreak of a novel coronavirus (COVID-19 or 2019-CoV) infection has posed significant 
threats to international health and the economy. In the absence of treatment for this virus, there is 
an urgent need to find alternative methods to control the spread of disease. Here, we have 
conducted an online search for all treatment options related to coronavirus infections as well as 
some RNA-virus infection and we have found that general treatments, coronavirus-specific 
treatments, and antiviral treatments should be useful in fighting COVID-19. We suggest that the 
nutritional status of each infected patient should be evaluated before the administration of general 
treatments and the current children's RNA-virus vaccines including influenza vaccine should be 
immunized for uninfected people and health care workers. In addition, convalescent plasma should 
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be given to COVID-19 patients if it is available. In conclusion, we suggest that all the potential 
interventions be implemented to control the emerging COVID-19 if the infection is 
uncontrollable.Copyright © 2020 Wiley Periodicals, Inc. 
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20. Combined treatment of tocilizumab and chloroquine on severe COVID-19: a case report. 
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Abstract:The novel coronavirus disease 2019 (COVID-19) is a highly infectious and rapidly spreading 
disease. There are limited published data on the epidemiology and outcomes of COVID-19 infection 
among organ transplant recipients. After initial flulike symptoms, progression to an inflammatory 
phase may occur, characterized by cytokine release rapidly leading to respiratory and multiorgan 
failure. We report the clinical course and management of a liver transplant recipient on 
hemodialysis, who presented with COVID-19 pneumonia, and despite completing a 5-day course of 
hydroxychloroquine, later developed marked inflammatory manifestations with rapid improvement 
after administration of off-label, single-dose tocilizumab. We also highlight the role of lung 
ultrasonography in early diagnosis of the inflammatory phase of COVID-19. Future investigation of 
the effects of immunomodulators among transplant recipients with COVID-19 infection will be 
important. 
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Abstract:The novel coronavirus (2019-nCoV) is an emerging pathogen that was first described in late 
December 2019 and causes a severe respiratory infection in humans. Since the outbreak of COVID-
19, international attention has raised to develop treatment and control options such as types of 
immunotherapies. The immunotherapy is an effective method for fighting against similar viral 
infections such as SARS-CoV, and MERS-CoV. These methods include several types of vaccines, 
monoclonal antibody candidates, and etc. This systematic review article was designed to evaluate 
the existing evidence and experience related to immunotherapy for 2019-nCoV. Web of Science (ISI), 
PubMed, and Scopus databases were used to search for suitable keywords such as 2019-nCoV, novel 
coronavirus, Immunotherapy, interleukin, vaccine and the related words for relevant publications up 
to 24.3.2020. The present systematic review was performed based on PRISMA protocol. Data 
extraction and quality valuation of articles were performed by two reviewers. 51 articles were the 
results of the search and based on the inclusions and exclusions criteria, 7 articles were included in 
the final review. As a conclusion of these studies demonstratedthat although no serious research has 
been done on this subject at the time of writing this article, similar studies on the related viruses 
showed notable results. So immunotherapy for this virus can also be a suitable option. 
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Abstract:A severe pneumonia-associated respiratory syndrome caused by a new coronavirus was 
identified in December 2019 (COVID-19), spread rapidly and has become a world-wide public health 
challenge. About 25% of COVID-19 patients experienced severe complications including acute 
respiratory distress syndrome (ARDS), and even progressed into an intensive care unit (ICU) 
admission and died. The exploration for the mortality causes and advancing novel therapeutic 
development of severe COVID-19 is crucial at the moment. The biopsy samples analysis at autopsy 
suggested that increased alveolar exudate caused by aberrant host immune response and 
inflammatory cytokine storm probably impedes alveolar gas exchange and contributes to the high 
mortality of severe COVID-19 patients. Our research has identified that pathogenic T cells and 
inflammatory monocytes incite inflammatory storm with large amount of interleukin 6, therefore 
monoclonal antibody that targets the IL-6 pathways may potentially curb inflammatory storm. 
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Moreover, Tocilizumab treatment that blocking IL-6 receptors showed inspiring clinical results 
including temperature returned to normal quickly and respiratory function improved. Therefore, we 
suggest that Tocilizumab is an effective treatment in severe patients of COVID-19 to calm the 
inflammatory storm and reduce mortality. 
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Abstract:OBJECTIVEThe objective of this study was to report the benefit of a therapeutic approach 
consisting of intravenous (IV) continuous anakinra (recombinant human interleukin-1 receptor 
antagonist) infusions in treating severely ill adult patients with secondary hemophagocytic 
lymphohistiocytosis or macrophage activation syndrome (MAS).METHODSA retrospective chart 
review of five patients treated at Regions Hospital from 2016 to 2019 was conducted. Demographic, 
clinical, and laboratory characteristics and outcomes were recorded.RESULTSContinuous IV anakinra 
infusions up to 2400 mg/d resulted in rapid serologic, then clinical response in 4 of 5 severely ill 
patients who were refractory to all other therapies, including subcutaneous anakinra. Subsequently, 
3 of 5 patients have been maintained on anakinra or canakinumab, with no recurrence of 
MAS.CONCLUSIONContinuous infusion of IV anakinra may result in rapid serologic and subsequent 
clinical improvement in adult patients with MAS. This method for treating cytokine storm should be 
considered in the current COVID-19 pandemic in the subgroup of patients with severe disease who 
have a cytokine storm presentation. 
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Abstract:OBJECTIVESARS-CoV-2 (Severe Acute Respiratory Syndrome Coronavirus 2)-related 
pneumonia, referred to as COVID-19 (Coronavirus Disease 19), is a public health emergency as it 
carries high morbidity, mortality, and has no approved specific pharmacological treatments. In this 
case series, we aimed to report preliminary data obtained with anti-complement C5 therapy with 
eculizumab in COVID-19 patients admitted to intensive care unit (ICU) of ASL Napoli 2 
Nord.PATIENTS AND METHODSThis is a case series of patients with a confirmed diagnosis of SARS-
CoV2 infection and severe pneumonia or ARDS who were treated with up to 4 infusions of 
eculizumab as an off-label agent. Patients were also treated with anticoagulant therapy with 
Enoxaparin 4000 IU/day via subcutaneous injection, antiviral therapy with Lopinavir 800 mg/day + 
Ritonavir 200 mg/day, hydroxychloroquine 400 mg/day, ceftriaxone 2 g/day IV, vitamine C 6 g/day 
for 4 days, and were on Non-Invasive Ventilation (NIV).RESULTSWe treated four COVID-19 patients 
admitted to the intensive care unit because of severe pneumonia or ARDS. All patients successfully 
recovered after treatment with eculizumab. Eculizumab induced a drop in inflammatory markers. 
Mean C Reactive Protein levels dropped from 14.6 mg/dl to 3.5 mg/dl and the mean duration of the 
disease was 12.8 days.CONCLUSIONSEculizumab has the potential to be a key player in treatment of 
severe cases of COVID-19. Our results support eculizumab use as an off-label treatment of COVID-19, 
pending confirmation from the ongoing SOLID-C19 trial. 
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Abstract:After analyzing the immune characteristics of patients with severe coronavirus disease 
2019 (COVID-19), we have identified that pathogenic T cells and inflammatory monocytes with large 
amount of interleukin 6 secreting may incite the inflammatory storm, which may potentially be 
curbed through monoclonal antibody that targets the IL-6 pathways. Here, we aimed to assess the 
efficacy of tocilizumab in severe patients with COVID-19 and seek a therapeutic strategy. The 
patients diagnosed as severe or critical COVID-19 in The First Affiliated Hospital of University of 
Science and Technology of China (Anhui Provincial Hospital) and Anhui Fuyang Second People's 
Hospital were given tocilizumab in addition to routine therapy between 5 and 14 February 2020. The 
changes of clinical manifestations, computerized tomography (CT) scan image, and laboratory 
examinations were retrospectively analyzed. Fever returned to normal on the first day, and other 
symptoms improved remarkably within a few days. Within 5 d after tocilizumab, 15 of the 20 
patients (75.0%) had lowered their oxygen intake, and 1 patient needed no oxygen therapy. CT scans 
manifested that the lung lesion opacity absorbed in 19 patients (90.5%). The percentage of 
lymphocytes in peripheral blood, which decreased in 85.0% of patients (17/20) before treatment 
(mean, 15.52 ± 8.89%), returned to normal in 52.6% of patients (10/19) on the fifth day after 
treatment. Abnormally elevated C-reactive protein decreased significantly in 84.2% of patients 
(16/19). No obvious adverse reactions were observed. All patients have been discharged on average 
15.1 d after giving tocilizumab. Preliminary data show that tocilizumab, which improved the clinical 
outcome immediately in severe and critical COVID-19 patients, is an effective treatment to reduce 
mortality. 
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Abstract:Tocilizumab (TCZ), a monoclonal antibody against interleukin-6 (IL-6), emerged as an 
alternative treatment for COVID-19 patients with a risk of cytokine storms recently. In the present 
study, we aimed to discuss the treatment response of TCZ therapy in COVID-19 infected patients. 
The demographic, treatment, laboratory parameters of C-reactive protein (CRP) and IL-6 before and 
after TCZ therapy and clinical outcome in the 15 COVID-19 patients were retrospectively 
assessed. Totally 15 patients with COVID-19 were included in this study. Two of them were 
moderately ill, six were seriously ill and seven were critically ill. The TCZ was used in combination 
with methylprednisolone in eight patients. Five patients received the TCZ administration twice or 
more. Although TCZ treatment ameliorated the increased CRP in all patients rapidly, for the four 
critically ill patients who received an only single dose of TCZ, three of them (No. 1, 2, and 3) still dead 
and the CRP level in the rest one patient (No. 7) failed to return to normal range with a clinical 
outcome of disease aggravation. Serum IL-6 level tended to further spiked firstly and then decreased 
after TCZ therapy in 10 patients. A persistent and dramatic increase of IL-6 was observed in these 
four patients who failed treatment. TCZ appears to be an effective treatment option in COVID-19 
patients with a risk of cytokine storms. And for these critically ill patients with elevated IL-6, the 
repeated dose of the TCZ is recommended. 
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Abstract:BACKGROUNDCoronavirus disease 19 (COVID-19) is a novel disease entity that is spreading 
throughout the world. It has been speculated that patients with comorbidities and elderly patients 
could be at high risk for respiratory insufficiency and death. Immunosuppression could expose 
infected patients to even higher risks of disease complications due to dampened immune response. 
However, it has been speculated that overactive immune response could drive clinical deterioration 
and, based on this hypothesis, several immunosuppressants are currently being tested as potential 
treatment for COVID-19.METHODSIn this paper we report on a patient that has been treated with 
ocrelizumab (a B-cell depleting monoclonal antibody) for primary progressive multiple sclerosis who 
developed COVID-19.RESULTSDespite complete B cell depletion, patient symptoms abated few days 
after hospitalization, and he was discharged to home-quarantine. Phone interview follow-up 
confirmed that, after 14 days, no new symptoms occurred.DISCUSSIONThis report supports the 
putative role of immunosuppressive therapy in COVID-19 affected patients. 
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Abstract:Coronaviruses (CoVs) possess an enveloped, single, positive-stranded RNA genome which 
encodes for four membrane proteins, namely spike (S), envelope (E), membrane (M) and 
nucleocapsid (N) proteins 3-5 [1]. With regard to pathogenicity, S proteins are essential for viral 
entry into host cells [2, 3]. SARS-CoV binds to the angiotensin-converting enzyme (ACE)2 which is 
present on nonimmune cells, such as respiratory and intestinal epithelial cells, endothelial cells, 
kidney cells (renal tubules) and cerebral neurons and immune cells, such as alveolar 
monocytes/macrophages [4-6]. Of note, CD209L or liver/lymph node special intercellular adhesion 
molecule-3-grabbing non-integrin (SIGN) and dendritic cell (DC)-SIGN are alternative receptors for 
SARS-CoV but with lower affinity [7]. In the case of MERS-CoV, S proteins bind to the host cell 
receptor dipeptidyl peptidase 4 (DPP4 or CD26) which is broadly expressed on intestinal, alveolar, 
renal, hepatic and prostate cells as well as on activated leukocytes [8]. Then, viruses replicate in 
target cells with release of mature virions, which, in turn, invade new target cells [9]. Evidence has 
been provided that SARSCoV proteins are cleaved into two subunits, S1 and S2, respectively, and the 
amino acids 318-510 of the S1 represent the receptor-binding domain (RBD) which binds to ACE2 
[10, 11]. Quite importantly, in the context of RBD there is the receptor-binding motif (RBM) (amino 
acids 424- 494), which accounts for complete binding to ACE2 [11]. Moreover, by means of two 
residues at positions 479 and 487 RBD allows virus progression and tropism [10, 11]. In the case of 
MERSCoV, its RBM binds to DPP4 with residues 484-567, thus, suggesting that its RBD differs from 
that of SARS-CoV [12, 13]. In a very recent paper, Wan and associates [14] have investigated the 
receptor recognition by COVID-19 (a new term to indicate the 2019-nCoV in Wuhan) on the bases of 
structural studies. In this respect, the sequence of COVID-19 RBM is similar to that of SARSCoV, thus, 
implicating that ACE2 may represent the binding receptors for COVID-19. Furthermore, gln493 
residue of COVID-19 RBM seems to allow interaction with human ACE2, thus, suggesting the ability 
of this virus to infect human cells. According, to Wan and associates structural analysis [14], COVID-
19 binds to human ACE2 with a lesser efficiency than human SARS-CoV (2002) but with higher 
affinity than human SARS-CoV (2003). Furthermore, same authors predicted that a single mutation 
at the 501 position may enhance the COVID-19 RBD binding capacity to human ACE2 and this 
evolution should be monitored in infected patients [14]. These predictive findings by Wan and 
associates [14] are confirmed by two contemporary studies by Letko and Muster [15] and Peng and 
associates [16]. In particular, the report by Peng and associates [16], points out the possible origin of 
COVID-19 from bats [16]. From a pathogenic point of view, evidence has been provided that binding 
of S2 to ACE2 receptor leads to its down-regulation with subsequent lung damage in the course of 
SARS-CoV infection [17]. Down-regulation of ACE2 causes excessive production of angiotensin (ANG) 
II by the related enzyme ACE with stimulation of ANG type 1a receptor (AT1R) and enhanced lung 
vascular permeability [18]. In particular, same authors have reported that recombinant ACE2 could 
attenuate severe acute lung injury in mice [18]. Moreover, Battle and associates [19] also proposed 
to use already available recombinant ACE2 for intercepting COVID-19 and attenuating infection. In 
the previous paragraphs, the presence of ACE2 on immune cells has been pointed out and, by 
analogy to epithelial cells, this receptor may also be down-regulated following viral entry. Therefore, 



in CoV-infected animal models and in infected humans further investigations are required to clarify a 
possible reduced expression of ACE2 on immune cells. In fact, in the course of SARS-CoV infection, a 
number of immune disorders have been detected. Three reports have demonstrated the ability of 
CoV to inhibit interferon (IFN)- -22]. In 
senescent Balb/c mice, depletion of T lymphocytes is associated to more severe interstitial 
pneumonitis and delayed clearance of SARS-CoV, thus, suggesting a protective role played by these 
cells [23]. In this connection, both SARS-CoV and MERS-CoV have been shown to induce T cell 
apoptosis, thus, aggravating the clinical course of disease [24, 25]. Quite interestingly, memory CD8+ 
T cells specific for SARS-CoV M and N proteins have been detected up to 11 years post-infection [26]. 
As far as humoral immune responsiveness is concerned, evidence has been provided that S1 subunit 
from MERS-CoV is highly immunogenic in mice [27]. Moreover, monoclonal antibodies have been 
shown to be highly neutralizing against MERS-CoV replication and endowed with post exposure 
effectiveness in susceptible mice [28, 29]. Human neutralizing antibodies have also been isolated 
from a recovered patient, thus, suggesting the role of humoral immunity in the control of the 
persistence of CoV in the host [30]. In particular, IgG response occurs early in infection and its 
prolonged production may serve for virus clearance during recovery also in view of the absence of 
viremia in convalescent sera from SARS patients [31]. According to current literature, severity of 
COVID-19 infection correlates with lymphopenia and patients who died from COVID-19 had lower 
lymphocyte counts when compared to survivors [32, 33]. These data suggest that lymphocyte-
mediated anti-viral activity is poorly effective against COVID-19. Despite lymphopenia, evidence for 
an exaggerate release of proinflammatory cytokines [interleukin (IL)-1 and IL-6] has been reported in 
the course acute respiratory syndrome in COVID19 infected patients, thus, aggravating the clinical 
course of disease [34]. As recently reported, during COVID-19 pandemic in both Italy and China 
higher frequency of fatalities have been observed in the frail elderly population with previous 
comorbidities [35]. It is well known that decline of immunity occurs in ageing and, therefore, COVID-
19 may gain easier access to the respiratory tract in frail elderly patients [36]. There is evidence that 
ACE2 protects from severe acute lung failure and operates as a negative regulator of the renin-
angiotensin system (RAS) [18, 37]. It is well known that ANG II via activation of the AT1R promotes 
detrimental effects on the host, such as, vasoconstriction, reactive oxygen species generation, 
inflammation and matrix remodelling [38]. ACE2 counterbalances the noxious effects exhibited by 
ANG II and AT1R via activation of AT2R which arrests cell growth, inflammation and fibrosis [39]. In 
this framework, Gurwitz [40] proposed to use AT1R blockers, such as losartan, as a potential 
treatment of COVID-19 infection. In fact, losartan as well as olmesartan, used for treating 
hypertension in patients, were able to increase ACE2 expression after 28 days treatment of rats with 
myocardial infarction [41]. Then, Gurwitz suggests to evaluate severity of symptoms in COVID-19 
infected patients under previous chronic treatment with AT1R blockers in comparison to COVID-19 
infected patients who did not take AT1R blockers [40]. Quite interestingly, 75% of aged COVID-19 
infected patients admitted to Italian hospitals had hypertension [unpublished data]. However, the 
putative effects of ACE-2 down-regulation on the cardiovascular system in the course of COVID-19 
pandemic need more intensive studies. Taken together, these evidences suggest that CoV-induced 
down-regulation of ACE2 activates RAS with collateral damage to organs, such as lungs, in the course 
of SARS-related pneumonia. Then, putative therapeutic measures aimed at increasing ACE2 levels on 
respiratory epithelial cells should be taken into serious consideration. Quite interestingly, over the 
past few years, three key papers ha 
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Abstract:Macrophage activation syndrome (MAS) and hemophagocytic lymphohistiocytosis (HLH) 
are increasingly recognized as being on a continuum, with different initiating pathways culminating 
in cytotoxic dysfunction and uncontrolled activation and proliferation of T lymphocytes and 
macrophages. The activated immune cells produce large amounts of proinflammatory cytokines, 
including IL-1ß and IL-6, creating a "cytokine storm" (1, 2). HLH can be familial (primary) or acquired 
(secondary to conditions such as infection, malignancy, or active autoimmune or autoinflammatory 
disease). Secondary HLH (sHLH) in association with autoimmune or autoinflammatory disease is 
referred to as macrophage activation syndrome (MAS). Forms of sHLH have a lower mortality rate 
than primary HLH (pHLH). 
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Abstract:Currently, the expansion of the novel human respiratory coronavirus (known as SARS-CoV-
2 [severe acute respiratory syndrome coronavirus 2], COVID-2019 [coronavirus disease 2019], or 
2019-nCoV [2019 novel coronavirus]) has stressed the need for therapeutic alternatives to alleviate 
and stop this new epidemic. The previous epidemics of infections by high-morbidity human 
coronaviruses, such as SARS-CoV in 2003 and the Middle East respiratory syndrome coronavirus 
(MERS-CoV) in 2012, prompted the characterization of compounds that could be potentially active 
against the currently emerging novel coronavirus, SARS-CoV-2. The most promising compound is 
remdesivir (GS-5734), a nucleotide analog prodrug currently in clinical trials for treating Ebola virus 
infections. Remdesivir inhibited the replication of SARS-CoV and MERS-CoV in tissue cultures, and it 
displayed efficacy in nonhuman animal models. In addition, a combination of the human 
immunodeficiency virus type 1 (HIV-1) protease inhibitors lopinavir/ritonavir and interferon beta 
(LPV/RTV-IFN-β) was shown to be effective in patients infected with SARS-CoV. LPV/RTV-IFN-β also 
improved clinical parameters in marmosets and mice infected with MERS-CoV. Remarkably, the 
therapeutic efficacy of remdesivir appeared to be superior to that of LPV/RTV-IFN-β against MERS-
CoV in a transgenic humanized mouse model. The relatively high mortality rates associated with 
these three novel human coronavirus infections, SARS-CoV, MERS-CoV, and SARS-CoV-2, have 
suggested that proinflammatory responses might play a role in the pathogenesis. It remains 
unknown whether the generated inflammatory state should be targeted. Therapeutics that target 
the coronavirus alone might not be able to reverse highly pathogenic infections. This minireview 
aims to provide a summary of therapeutic compounds that have shown potential in fighting SARS-
CoV-2 infections. 
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Author(s): Huang J.; Song W.; Huang H.; Sun Q. 

Source: Journal of Clinical Medicine; Apr 2020; vol. 9 (no. 4) 

Publication Date: Apr 2020 

Publication Type(s): Review 

Available  at Journal of Clinical Medicine -  from Europe PubMed Central - Open Access  

Available  at Journal of Clinical Medicine -  from Unpaywall  

Abstract:An outbreak of novel coronavirus-related pneumonia COVID-19, that was identified in 
December 2019, has expanded rapidly, with cases now confirmed in more than 211 countries or 
areas. This constant transmission of a novel coronavirus and its ability to spread from human to 
human have prompted scientists to develop new approaches for treatment of COVID-19. A recent 
study has shown that remdesivir and chloroquine effectively inhibit the replication and infection of 
severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2, 2019-nCov) in vitro. In the United 
States, one case of COVID-19 was successfully treated with compassionate use of remdesivir in 
January of 2020. In addition, a clinically proven protease inhibitor, camostat mesylate, has been 
demonstrated to inhibit Calu-3 infection with SARS-CoV-2 and prevent SARS-2-spike protein (S 
protein)-mediated entry into primary human lung cells. Here, we systemically discuss the 
pharmacological therapeutics targeting RNA-dependent RNA polymerase (RdRp), proteinase and S 
protein for treatment of SARS-CoV-2 infection. This review should shed light on the fundamental 
rationale behind inhibition of SARS-CoV-2 enzymes RdRp as new therapeutic approaches for 
management of patients with COVID-19. In addition, we will discuss the viability and challenges in 
targeting RdRp and proteinase, and application of natural product quinoline and its analog 
chloroquine for treatment of coronavirus infection. Finally, determining the structural-functional 
relationships of the S protein of SARS-CoV-2 will provide new insights into inhibition of interactions 
between S protein and angiotensin-converting enzyme 2 (ACE2) and enable us to develop novel 
therapeutic approaches for novel coronavirus SARS-CoV-2.Copyright © 2020 by the authors. 
Licensee MDPI, Basel, Switzerland. 
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Abstract:The outbreak of COVID-19 is leading to a tremendous search for curative treatments. The 
urgency of the situation favors a repurposing of active drugs but not only antivirals. This short 
communication focuses on four treatments recommended by WHO and included in the first clinical 
trial of the European Discovery project.Copyright © 2020 by the author. Licensee MDPI, Basel, 
Switzerland. 
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Abstract:Over the 2 months since coronavirus first appeared in China, cases have emerged on every 
continent, and it is clear that patients with autoimmune diseases might also be affected. Coronavirus 
disease 2019 (COVID-19) is a highly contagious viral illness with a mortality rate approaching 2%. 
Here we discuss the challenges that patients with autoimmune diseases might face and the 
information on using immunomodulatory therapies like chloroquine, tocilizumab and baricitinib to 
quench the cytokine storm in patients with very severe COVID-19 pneumonia.Copyright © Author(s) 
(or their employer(s)) 2020. 

Database: EMBASE 

 

42. Tocilizumab, an anti-IL6 receptor antibody, to treat Covid-19-related respiratory failure: a case 
report 

Author(s): Michot J.-M.; Marabelle A.; Albiges L.; Pommeret F.; Besse B.; Merad M.; Robert C.; 
Barlesi F.; Chaput N.; Saada V.; Griscelli F.; Balleyguier C.; Netzer F.; Gachot B.; Stoclin A. 

Source: Annals of oncology : official journal of the European Society for Medical Oncology; Apr 2020 

Publication Date: Apr 2020 

Publication Type(s): Letter 

PubMedID: 32247642 

Available  at Annals of oncology : official journal of the European Society for Medical Oncology -  
from Unpaywall  

Database: EMBASE 

 

 

 

 

 

 

 

 

 

http://europepmc.org/search?query=(DOI:10.1136/lupus-2020-000396)
http://lupus.bmj.com/lookup/doi/10.1136/lupus-2020-000396
http://gateway.proquest.com/openurl?ctx_ver=Z39.88-2004&res_id=xri:pqm&req_dat=xri:pqil:pq_clntid=31437&rft_val_fmt=ori/fmt:kev:mtx:journal&genre=article&issn=2053-8790&volume=7&issue=1&spage=e000396
https://lupus.bmj.com/content/lupusscimed/7/1/e000396.full.pdf
https://doi.org/10.1016/j.annonc.2020.03.300


43. Coronavirus disease 2019 (COVID-19): a clinical update 

Author(s): Zhou M.; Zhang X.; Qu J. 

Source: Frontiers of medicine; Apr 2020 

Publication Date: Apr 2020 

Publication Type(s): Review 

PubMedID: 32240462 

Available  at Frontiers of medicine -  from SpringerLink - Medicine  

Available  at Frontiers of medicine -  from Unpaywall  

Abstract:Coronavirus disease 2019 (COVID-19) caused by severe acute respiratory syndrome 
coronavirus-2 (SARS-CoV-2) has posed a significant threat to global health. It caused a total of 80 868 
confirmed cases and 3101 deaths in Chinese mainland until March 8, 2020. This novel virus spread 
mainly through respiratory droplets and close contact. As disease progressed, a series of 
complications tend to develop, especially in critically ill patients. Pathological findings showed 
representative features of acute respiratory distress syndrome and involvement of multiple organs. 
Apart from supportive care, no specific treatment has been established for COVID-19. The efficacy of 
some promising antivirals, convalescent plasma transfusion, and tocilizumab needs to be 
investigated by ongoing clinical trials. 
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Abstract:Interleukin-6 is an important marker of inflammation. We performed a systematic review 
and meta-analysis to demonstrate the association of elevated IL-6 with severe Coronavirus disease-
2019 (COVID-19). A total of 9 studies were included in the systematic review and meta-analysis. 
Patients with severe COVID-19 had a significantly higher serum IL-6 levels compared to non-severe 
patients (mean difference (MD): 38.6 pg/mL, 95% CI: 24.3 - 52.9 pg/mL, p <0.001, I2 = 98.5%). On 
meta-regression, increasing mean IL-6 level was associated with increased mortality in patients 
(Coefficient (Q): 0.01, 95% CI: 0.01-0.03, p = 0.03). Given the association of elevated IL-6 with severe 
COVID-19 and mortality, clinicians should use this as a potential marker to recognize severe disease. 
IL-6 should be incorporated in a scoring system along with other inflammatory markers to risk 
stratify the patients for early recognition of severe disease. Our study should encourage researchers 
to conduct trial evaluating Anti IL-6 antibodies such as Tocilizumab to assess the efficacy in patients 
with severe COVID-19. This article is protected by copyright. All rights reserved. 
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Abstract:Since December 2019, a novel coronavirus pneumonia (COVID-19) has broken out in 
Wuhan, China and spread rapidly. Recent studies have found that ⁓ 15.7% of patients develop 
severe pneumonia, and cytokine storm is an important factor leading to rapid disease progression. 
Currently, there are no specific drugs for COVID-19 and the cytokine storm it causes. IL-6 is one of 
the key cytokines involved in infection-induced cytokine storm. Tocilizumab, which is the IL-6 
receptor antagonist, has been approved by the US FDA for the treatment of cytokine release 
syndrome (CRS), is expected to treat cytokine storm caused by COVID-19 and is now in clinical trials. 
In this paper, we will elaborate the role of cytokine storm in COVID-19, the mechanism of 
tocilizumab on cytokine storm and the key points of pharmaceutical care based on the actual clinical 
application for COVID-19 in our hospital, the latest research reports, clinical trial progress of 
tocilizumab, drug instruction from the US FDA, and "Diagnosis and Treatment Plan of Novel 
Coronavirus Pneumonia (seventh trial edition)" in China, so as to provide reference for the 
treatment of COVID-19. 
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Abstract:Novel coronavirus, COVID-19 emerged late December 2019 in Wuhan, China. Since then, 
COVID-19 has become a pandemic affecting more than 1.5 million people worldwide. Patients with 
COVID-19 have a wide spectrum of manifestations, one being cytokine release syndrome (CRS) and 
its fatal correlate, secondary hemophagocytic lymphohistiocytosis (sHLH). Anti-cytokine therapy 
such as tocilizumab, an interleukin-6 (IL-6) receptor antagonist, is a potential treatment for COVID-
19, however data regarding the efficacy of this anti-IL-6 therapy is currently lacking. We report two 
cases of patients diagnosed with COVID-19 complicated by CRS treated with tocilizumab. Both 
patients progressed to sHLH despite treatment with tocilizumab and one developed viral myocarditis 
challenging the safety and clinical utility of tocilizumab in the treatment of COVID-19-induced CRS. 
These cases highlight the need for clinical trials to determine optimal patient selection and timing for 
the use of tocilizumab during this disease process. 

Database: PubMed 

 

https://link.springer.com/content/pdf/10.1007/s40261-020-00917-3.pdf
https://doi.org/10.1016/j.chest.2020.04.024


47. Covid-19 pneumonia in a kidney transplant recipient successfully treated with Tocilizumab and 
Hydroxychloroquine. 

Author(s): Fontana F; Alfano G; Mori G; Amurri A; Lorenzo T; Ballestri M; Leonelli M; Facchini F; 
Damiano F; Magistroni R; Cappelli G 

Source: American journal of transplantation : official journal of the American Society of 
Transplantation and the American Society of Transplant Surgeons; Apr 2020 

Publication Date: Apr 2020 

Publication Type(s): Case Reports 

PubMedID: 32324331 

Available  at American journal of transplantation : official journal of the American Society of 
Transplantation and the American Society of Transplant Surgeons -  from Wiley Online Library  

Available  at American journal of transplantation : official journal of the American Society of 
Transplantation and the American Society of Transplant Surgeons -  from Unpaywall  

Abstract:Coronavirus disease 2019 (Covid-19) pneumonia has been poorly reported in solid-organ 
transplanted patients; prognosis is uncertain and best management unclear. We describe the case of 
a 61-year-old kidney transplant recipient with several co-morbidities who was hospitalized and later 
received a diagnosis of Covid-19 pneumonia; the infection was successfully managed with the use of 
hydroxychloroquine and a single administration of Tocilizumab, after immunosuppression reduction; 
the patient did not require mechanical ventilation. During the rapid spread of SARS-CoV-2 pandemic, 
transplant clinicians should be readily informed about new cases of Covid-19 pneumonia in solid-
organ transplant recipients, with focus on therapeutic strategies employed and their outcome. 
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Abstract:INTRODUCTION: The COVID-19 pandemic has been particularly challenging due to a lack of 
established therapies and treatment guidelines. With the rapid transmission of disease, even the off-
label use of available therapies has been impeded by limited availability. Several antivirals, 
antimalarials, and biologics are being considered for treatment at this time. The purpose of this 
literature review is to synthesize the available information regarding treatment options for COVID-
19 and serve as a resource for health care professionals.OBJECTIVES: This narrative review was 
conducted to summarize the effectiveness of current therapy options for COVID-19 and address the 
controversial use of non-steroidal anti-inflammatory drugs (NSAIDs), angiotensin converting enzyme 
(ACE) inhibitors, and angiotensin receptor blockers (ARBs). PubMed and SCOPUS were queried using 
a combination of the keywords "COVID 19," "SARS-CoV-2," and "treatment." All types of studies 
were evaluated including systematic reviews, case-studies, and clinical guidelines.DISCUSSION: There 
are currently no therapeutic drugs available that are directly active against SARS-CoV-2; however, 
several antivirals (remdesivir, favipiravir) and antimalarials (chloroquine, hydroxychloroquine) have 
emerged as potential therapies. Current guidelines recommend combination treatment with 
hydroxychloroquine/azithromycin or chloroquine, if hydroxychloroquine is unavailable, in patients 
with moderate disease, although these recommendations are based on limited evidence. Remdesivir 
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and convalescent plasma may be considered in critical patients with respiratory failure; however, 
access to these therapies may be limited. Interleukin-6 (IL-6) antagonists may be used in patients 
who develop evidence of cytokine release syndrome (CRS). Corticosteroids should be avoided unless 
there is evidence of refractory septic shock, acute respiratory distress syndrome (ARDS), or another 
compelling indication for their use. ACE inhibitors and ARBs should not be discontinued at this time 
and ibuprofen may be used for fever.CONCLUSION: There are several ongoing clinical trials that are 
testing the efficacy of single and combination treatments with the drugs mentioned in this review 
and new agents are under development. Until the results of these trials become available, we must 
use the best available evidence for the prevention and treatment of COVID-19. Additionally, we can 
learn from the experiences of healthcare providers around the world to combat this pandemic. 
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Abstract:Last decade witnessed the outbreak of many life-threatening human pathogens including 
Nipah, Ebola, Chikungunya, Zika, Middle East respiratory syndrome coronavirus (MERS-CoV), Severe 
Acute respiratory syndrome coronavirus (SARS-CoV) and more recently novel coronavirus (2019-
nCoV or SARS-CoV-2). The disease condition associated with novel coronavirus, referred to as 
Coronavirus disease (COVID-19). The emergence of novel coronavirus in 2019 in Wuhan, China 
marked the third highly pathogenic coronavirus infecting humans in the 21st century. The continuing 
emergence of coronaviruses at regular intervals poses a significant threat to human health and 
economy. Ironically, even after a decade of research on coronavirus, still there are no licensed 
vaccines or therapeutic agents to treat coronavirus infection which highlights an urgent need to 
develop effective vaccines or post-exposure prophylaxis to prevent future epidemics. Several clinical, 
genetic and epidemiological features of COVID-19 resemble SARS-CoV infection. Hence, the research 
advancements on SARS-CoV treatment might help scientific community in quick understanding of 
this virus pathogenesis and develop effective therapeutic/prophylactic agents to treat and prevent 
this infection. Monoclonal antibodies represent the major class of biotherapeutics for passive 
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immunotherapy to fight against viral infection. The therapeutic potential of monoclonal antibodies 
has been well recognized in the treatment of many diseases. Here, we summarize the potential 
monoclonal antibody based therapeutic intervention for COVID-19 by considering the existing 
knowledge on the neutralizing monoclonal antibodies against similar coronaviruses SARS-CoV and 
MERS-CoV. Further research on COVID-19 pathogenesis could identify appropriate therapeutic 
targets to develop specific anti-virals against this newly emerging pathogen. 
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Abstract:Since December 2019, a viral pneumonia (COVID-19) from Wuhan, China has swept the 
world. Although the case fatality rate is not high, the number of people infected is large, and there 
are still a large number of patients dying. With the collation and publication of more and more 
clinical data, a large number of data suggest that there are mild or severe cytokine storms in severe 
patients, which is also an important cause of death. Therefore, the treatment of cytokine storm has 
become an important part of rescuing severe patients. Interleukin-6 (IL-6) plays an important role in 
cytokine release syndrome (CRS). If it can block the signal transduction pathway of IL-6, it is expected 
to become a new method for the treatment of severe patients. Tocilizumab is a blocker of IL-6R, 
which can effectively block IL-6 signal transduction pathway. So, tocilizumab is likely to become an 
effective drug for patients with severe COVID-19. 
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Abstract:Rapid diagnostics, vaccines and therapeutics are important interventions for the 
management of the 2019 novel coronavirus (2019-nCoV) outbreak. It is timely to systematically 
review the potential of these interventions, including those for Middle East respiratory syndrome-
Coronavirus (MERS-CoV) and severe acute respiratory syndrome (SARS)-CoV, to guide policymakers 
globally on their prioritization of resources for research and development. A systematic search was 
carried out in three major electronic databases (PubMed, Embase and Cochrane Library) to identify 
published studies in accordance with the Preferred Reporting Items for Systematic Reviews and 
Meta-Analyses (PRISMA) guidelines. Supplementary strategies through Google Search and personal 
communications were used. A total of 27 studies fulfilled the criteria for review. Several laboratory 
protocols for confirmation of suspected 2019-nCoV cases using real-time reverse transcription 
polymerase chain reaction (RT-PCR) have been published. A commercial RT-PCR kit developed by the 
Beijing Genomic Institute is currently widely used in China and likely in Asia. However, serological 
assays as well as point-of-care testing kits have not been developed but are likely in the near future. 
Several vaccine candidates are in the pipeline. The likely earliest Phase 1 vaccine trial is a synthetic 
DNA-based candidate. A number of novel compounds as well as therapeutics licensed for other 
conditions appear to have in vitro efficacy against the 2019-nCoV. Some are being tested in clinical 
trials against MERS-CoV and SARS-CoV, while others have been listed for clinical trials against 2019-
nCoV. However, there are currently no effective specific antivirals or drug combinations supported 
by high-level evidence.Copyright © 2020 by the authors. Licensee MDPI, Basel, Switzerland. 
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26 EMBASE ("SARS-CoV-2" OR "2019-

nCoV").ti,ab 

1955 

27 EMBASE ("SARS-CoV2").ti,ab 64 

28 EMBASE (SARS2 OR "severe acute 

respiratory syndrome 

coronavirus 2").ti,ab 

507 

29 EMBASE ("Wuhan seafood market 

pneumonia virus*").ti,ab 

1 

30 EMBASE (Wuhan ADJ2 

coronavirus*).ti,ab 

26 

31 EMBASE (coronavirus ADJ2 2019).ti,ab 1650 

32 EMBASE exp "SARS-RELATED 

CORONAVIRUS"/ 

6352 

33 EMBASE (24 OR 25 OR 26 OR 27 OR 28 

OR 29 OR 30 OR 31 OR 32) 

11651 



34 EMBASE (Tocilzumab).ti,ab 6 

35 EMBASE (atlizumab).ti,ab 21 

36 EMBASE exp TOCILIZUMAB/ 11178 

37 EMBASE exp "MONOCLONAL 

ANTIBODY"/ 

566419 

38 EMBASE ("monoclonal antibod*").ti,ab 227937 

40 EMBASE (Anakinra OR Kineret OR 

Antril).ti,ab 

3439 

41 EMBASE exp ANAKINRA/ 2147 

42 EMBASE exp "CYTOKINE RECEPTOR 

ANTAGONIST"/ 

42105 

43 EMBASE (interleukin ADJ2 

receptor*).ti,ab 

20881 

44 EMBASE (interleukin ADJ2 (inhibit* OR 

block*)).ti,ab 

5320 

45 EMBASE (34 OR 35 OR 36 OR 37 OR 38 

OR 40 OR 41 OR 42 OR 43 OR 

44) 

664017 

46 EMBASE (33 AND 45) 341 

47 EMBASE 46 [DT FROM 2019] [English 

language] 

120 

48 PubMed ("covid 19" OR Covid19 OR 

"covid 2019").ti,ab 

8606 

49 PubMed ("novel coronavirus*").ti,ab 1890 

50 PubMed ("SARS-CoV-2" OR "2019-

nCoV").ti,ab 

3012 

51 PubMed ("SARS-CoV2").ti,ab 118 

52 PubMed (SARS2 OR "severe acute 

respiratory syndrome 

2262 



coronavirus 2").ti,ab 

53 PubMed ("Wuhan seafood market 

pneumonia virus").ti,ab 

2 

54 PubMed (coronavirus).ti,ab 20391 

55 PubMed (48 OR 49 OR 50 OR 51 OR 52 

OR 53 OR 54) 

24755 

56 PubMed (Tocilzumab).ti,ab 0 

57 PubMed (atlizumab).ti,ab 0 

58 PubMed (Anakinra OR Kineret OR 

Antril).ti,ab 

0 

61 PubMed (interleukin).ti,ab 348320 

62 PubMed ("monoclonal antibodies" OR 

"monoclonal antibody").ti,ab 

293425 

63 PubMed (56 OR 57 OR 58 OR 61 OR 

62) 

620604 

64 PubMed (55 AND 63) 1166 

 


