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In this controlled, open-label trial 

were assigned to receive

dexamethasone (2104) receive

usual care (4321). 

Oral or intravenous dexamethasone

(at a dose of 6 mg once daily) was

used for up to 10 days or to receive

usual care alone. 

The use of dexamethasone resulted

in lower 28-day mortality among

those who were receiving either

invasive mechanical ven- tilation or 

oxygen alone at randomization but

not among those receiving no 

respiratory support. 





CoDex: Dexamethasone to Treat COVID-19–
Related ARDS

• Multicenter, randomized, open-label trial in 
patients with COVID-19 and moderate to severe 
ARDS 

• Dexamethasone 20 mg/day for 5 days then 10 
mg/day for 5 days or until ICU discharge + SOC (n 
= 151) vs

• SOC alone (n = 148)

• During first 28 days, mean ventilator-free days:

• Dexamethasone + SOC: 6.6 (95% CI: 5.0-8.2)

• SOC alone: 4.0 (95% CI: 2.9-5.4) 

• Difference: 2.26 (95% CI: 0.2-4.38; P = .04)

• No difference in mortality with dexamethasone + 
SOC vs SOC alone (56.3% vs 61.5%)

Tomazini. JAMA. 2020;[Epub]. NCT04327401. 

Ventilator-Free Days (Primary Endpoint)
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Systemic Corticosteroids and 28-Day All-Cause 
Mortality in Critically Ill Patients With COVID-19

Drug/Trial Initial Dose
Deaths/n Odds Ratio 

(95% CI)
P Value

Steroids No Steroids

Dexamethasone

DEXA-COVID 19 High: 20 mg/day IV 2/7 2/12 2.00 (0.21-18.69)

CoDEX High: 20 mg/day IV 69/128 76/128 0.80 (0.49-1.31)

RECOVERY Low: 6 mg/day PO or IV 95/324 283/683 0.59 (0.44-0.78)

Subgroup fixed effect 166/459 361/823 0.64 (0.50-0.82) < .001

Hydrocortisone

CAPE COVID Low: 200 mg/day IV 11/75 20/73

COVID STEROID Low: 200 mg/day IV 6/15 2/14

REMAP-COVID Low: 50 mg every 6 hrs IV 26/105 29/92

Subgroup fixed effect 43/195 51/179 0.69 (0.43-1.12) .13

Methylprednisolone

Steroids-SARI High: 40 mg every 12 hrs IV 13/24 13/23 0.91 (0.29-2.87) .87

Overall*

Overall (fixed effects) 222/678 425/1025 0.66 (0.53-0.82) < .001

Overall (random effects) 222/678 425/1025 0.70 (0.48-1.01) .053

*P = .31 for heterogeneity; I2 = 15.6%.

WHO REACT Working Group. JAMA. 2020;[Epub].
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ANTIVIRAL THERAPY Mechanism of action and rationale

Hydroxychloroquine
- Blockade of viral entry 
- Immunomodulatory effects

Remdesevir RNA polymerase inhibitor

Lopinavir/ritonavir Protease inhibitor

Darunavir/cobicistat Protease inhibitor

Umifenovir Blocks the fusion between S protein and ACE-2 receptor

Favipiravir RNA polymerase inhibitor

COVID-19 treatment options

IMMUNE ACTIVE THERAPY Mechanism of action and rationale

Tocilizumab IL-6 receptor inhibitor

Sarilumab IL-6 receptor inhibitor

Siltuximab IL-6 blocker

Anakinra IL-1 receptor inhibitor

Baricitinib Janus kinase inhibitor

OTHERS Mechanism of action and rationale

Convalescent plasma therapy convalescent plasma collected from recovered individuals







Tocilizumab

• Interleukin 6 inhibitor; binds 

specifically to both soluble and 

membrane bound IL-6 receptors 

• Widely used in rheumatology

• Limited clinical experience in COVID-

19 pneumonia

• Dosage: 
• IV: 8 mg/kg; 800 mg maximum 

dose, two doses 12 hours apart

• SC: 162 mg single shot in two sites

• Potential reactivation of latent TB or 

HBV infection

The aim of this multicentre cohort study was
to assess the role of tocilizumab in reducing
the risk of invasive mechanical ventilation
and/or death in patients with severe COVID-
19 pneumonia who received standard of
care (SoC) treatment.



Guaraldi G. et al. 2020. Lancet Rheumatology

Implications of all the available evidence

Tocilizumab, regardless of IV or SC administration may be capable of reducing invasive mechanical
ventilation or death in severe COVID-19 pneumonia.

39% reduction in 
risk 62% reduction in 

risk
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..and in prevention of cytokine storm?





Patients with a PaO2/FiO2 >250 mmHg



Patients with a PaO2/FiO2 >200 mmHg





Conclusions

• Monoclonal antibodies active on the cytokine storm are probably the 
most promising drugs for severe COVID19 pneumonia, but for them 
and for glucocorticoids it is still to be determined in order to have an 
impact on mortality:

• The right patients

• The right dose

• The right moment in the course of the disease


