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Καμία γι’αυτή την παρουσίαση 



Corticosteroids/Dexamethazone  

Chloroquine/Hydroxychloroquine 

Tocilizumab, Sarilumab anti IL-6 receptor mAb 

siltuximab anti-IL-6 mAb 

Anakinra  IL-1 inhibitor 

Tyrosine kinase inhibitors 

• NAK(numb-associated kinase) 

• JAK (Janus –kinase) Baricitinib ,ruxolitinib 

• Anti-TNF α Adalimumab (ChiCTR2000030089) 

 

Treatment of COVID-19 by 

medications used in rheumatology 



Rheumatology (Oxford), Volume 59, Issue 6, June 2020, Pages 1200–1203, https://doi.org/10.1093/rheumatology/keaa194 

The content of this slide may be subject to copyright: please see the slide notes for details. 

 Antiviral mechanisms of action of anti-rheumatic drugs in COVID-19 

ACE: angiotensin-converting enzyme; AM: ... 

https://doi.org/10.1093/rheumatology/keaa194


RECOVERY dexamethasone 6 mg daily  for 10 days or until discharge 

2,104 pts dexamethasone  

4,321 pts standard Tx alone  

pts with severe COVID-19 who required mechanical ventilation died at 

28 days: 29,3% dexamethasone   VS  standard Tx 41.4% 

Dexamethazone 



Increases endosomal PH 

Inhibits fusion of SARS-Covid 2 and host cell membrane 

Inhibits glycosylation of ACE2 receptor 

Hydroxychloroquine/chloroquine 



 HCQ in mild/serious cases 

 HCQ±Azythromycin in mild/serious cases 

 Low dose HCQ vs high dose HCQ 

No favorable effect of HCQ alone or in combination with Azithromycin in Tx 

Covid-19 infection in comparison to standard treatment 

HCQ High dose serious AE 

LIMITATIONS 

• the potential for residual confounding, 

•  small sample sizes, 

• Concomitant CS Tx 

•  incomplete reporting,  

• a lack of comparison groups 

Hydroxychloroquine/chloroquine 

studies 



 

 

 

 

 

 

 

 

 

HCQ 600mg /d for 8 weeks SARS CoVID 2 negative 

Infection rates HCQ 6,3% vs Placebo 6,6% 

Mild AE : HCQ 45% vs Placebo 26% p=0,04 

 



Anakinra for severe forms of COVID-19: a 
cohort study. Huet T, Beaussier H, Voisin 
O, et al.Lancet Rheumatology. 2020 

IL-1 elevated in Sars covid 2 infection 

52 pts ANAKINRA 100mgx2 for 72 h then 100mg day 

for 7 days VS 44  pts cnt (HCQ,AZI,βLAC) 

25% ANA group VS 73% cnt group  ventilation or 

death 

AE no difference 

ANAKINRA 



Interleukin-1 blockade with high-dose anakinra in patients with 

COVID-19, acute respiratory distress syndrome, and 

hyperinflammation: a retrospective cohort study.Cavalli G, De 

Luca G, Campochiaro C, et al. Lancet Rheumatology. 2020  

29 pts moderate to severe ARDS no ventilation required and 

hyperinflammation high dose ANA IV for 9 days then sc 100mg 

twice /d plus HCQ+lopinavir/ritonavir  VS 16 pts HCQ+lopinavir 

/ritonavir only 

Reduction of CRP in ANA group 

21-day survival rate (90% vs. 56%, respectively; P = 0.009) 

 

ANAKINRA 



dose-dependent production of IL-6 from bronchial epithelial 

cells. 

COVID-19- systemic inflammation and hypoxic respiratory 

failure can be associated with heightened cytokine release :  

  IL-6, C-reactive protein (CRP), D-dimer, ferritin 

Tocilizumab, sarilumab IL-6 receptor mAbs 

Siltuximab IL-6 mAb 

IL-6 inhibition 



randomized (2:2:1), double-blind, placebo-controlled trial  

Sarilumab 400mg , 200mg, Placebo 

No clinical benefit of Sarilumab for any group 

AE dose dependent high ALT AST, low WBC, low PLTs 

Evaluation of the Efficacy and Safety of Sarilumab 

in Hospitalized Patients With COVID-19 



450 pts receive TOCI IV or Placebo 

No significant differences 

• in the primary outcome (improved clinical status)   

• in ventilator free days 

A Study to Evaluate the Safety and Efficacy of 

Tocilizumab in Patients With Severe COVID-19 

Pneumonia (COVACTA) 



63 pts  Sars covid 2, 

• SO2<93% 

• High CRP, ferritin, D-dimer on antiretroviral Tx 

 received TOCI IV or Sc 

On second Day fever resolved in all pts except one 

Pilot prospective open, single-arm multicentre study on off-

label use of 

tocilizumab in patients with severe COVID-19.  

Sciascia S, Apra F, Baffa A, et al Clin Exp Rheumatol. 2020 



inflammation markers reduced 

Earlier use of tocilizumab and reduced mortality 

LIMITATION : No comparison group 



365 pts severe pneumonia  standard care O2, 

HCQ,AZI,ANTIRETROVIRAL 

88 pts IV TOCI 

91 pts SC TOCI 

Mechanical ventilation : 17/365 (16%)  vs 33/179 (18%) p=0・41 

Death : 73 / 365 (20%)  vs 13/179 (7%) p<0・0001) 

 

Tocilizumab in patients with severe COVID-19: a 

retrospective 

cohort study 

Giovanni Guaraldi*et al Lancet Rheumatol 2020 





From: Association Between Early Treatment With Tocilizumab and Mortality Among Critically Ill Patients With 

COVID-19 

JAMA Intern Med. Published online  October 20, 2020. doi:10.1001/jamainternmed.2020.6252 

Mortality in Tocilizumab-Treated vs Non-Tocilizumab–Treated Patients A total of 63 tocilizumab-

treated and 259 non-tocilizumab–treated patients were still hospitalized at last follow-up and thus 

could not be fully assessed for the primary outcome. ICU indicates intensive care unit. 
 
the risk of in-hospital mortality in this study was lower in patients treated with 

tocilizumab in the first 2 days of ICU admission 



Date of download:  10/28/2020 
Copyright 2020 American Medical 

Association. All Rights Reserved. 

From: Effect of Tocilizumab vs Standard Care on Clinical Worsening in Patients Hospitalized With COVID-19 

Pneumonia: A Randomized Clinical Trial 

JAMA Intern Med. Published online  October 20, 2020. doi:10.1001/jamainternmed.2020.6615 

Flowchart of the Study IV indicates intravenous. 

 

Figure Legend:  



Date of download:  10/28/2020 
Copyright 2020 American Medical 

Association. All Rights Reserved. 

From: Effect of Tocilizumab vs Standard Care on Clinical Worsening in Patients Hospitalized With COVID-19 

Pneumonia: A Randomized Clinical Trial 

JAMA Intern Med. Published online  October 20, 2020. doi:10.1001/jamainternmed.2020.6615 

Kaplan-Meier Estimates of Cumulative Clinical Worsening and Hospital DischargeKaplan-

Meier estimates of cumulative clinical worsening (A) and hospital discharge (B). 

 

Figure Legend:  



Copyright 2020 American Medical 

Association. All Rights Reserved. 

From: Effect of Tocilizumab vs Usual Care in Adults Hospitalized With COVID-19 

and Moderate or Severe Pneumonia: A Randomized Clinical Trial 

JAMA Intern Med. Published online  October 20, 2020. doi:10.1001/jamainternmed.2020.6820 



Blocks IL6 receptor membrane and soluble Castleman disease 

Use of siltuximab in patients with COVID-19 pneumonia 

requiring ventilatory support. medRxiv. 2020 Gritti G, Raimondi 

F, Ripamonti D, et al.  

 

siltuximab 



JAK1 JAK2 kinase selective inhibitor ; affinity for adaptor-associated 

kinase-1 (AAK1) 

A small, nonrandomized study in patients with moderate COVID-19 

pneumonia 

A)12 pts Baricitinib+lopinavir/ritonavir 

B)12 pts standard tx : lopinavir/ritonavir +HCQ 

Baricitinib 
Baricitinib therapy in COVID-19: 

a pilot study on safety and clinical impact. Cantini F, Niccoli L, 

Matarrese D, Nicastri E, Stobbione P, Goletti D. Infect. 2020 

 



A)  Tx shorter time to improvement of clinical and respiratory 

symptoms and a greater reduction of CRP 



Selective JAK1JAK2 kinase inhibitor GVHD myelofibrosis 

20 pts Ruxolitinib 5mg twice/d +standard Tx  

21 pts Placebo+standard Tx 

No significant differences in time of clinical improvement or disharge 

radiographic improvement on chest CT at Day 14 (90% for ruxolitinib vs. 

61.9% for placebo; P = 0.05) 

Ruxolitinib : Faster recovery from lymphocytopenia; favorable safety 

profile 

Ruxolitinib in treatment of severe coronavirus disease 2019 (COVID-19): 

A multicenter, single-blind, randomized controlled trial Cao Y, Wei J, Zou 

L, et al. J Allergy Clin Immunol. 2020 



J ALLERGY CLIN IMMUNOL 

VOLUME 146, NUMBER 1 
CAO ET AL 



 

 

Tofacitinib JAK1JAK3 selective kinase inhibitor   RA 

No clinical study for COVID 

 

tofacitinib 



  

SARS COVID2  

 

through ACE2 receptor  

 

  enters cell  

 

enhanced TNFα-production and TNFα-converting enzyme (TACE)-

dependent shedding of the ectodomain of ACE2 

Chinese Trial Clinical Registry. A randomized, open-label, controlled trial for 

the efficacy and safety of Adalimumab Injection in the treatment of patients 

with severe novel coronavirus pneumonia (COVID 19) (ChiCTR2000030089 











Cytokine storm needs to be controlled by antirrheumatic drugs 

Promising results by targeting cytokines 

Trials with combination of antiviral and antirrheumatic drugs are 

expected 

More studies needed carefully designed in patients traits and 

primary outcomes avoiding confounding factors 

 

ολοκληρώνοντας 


