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Disease spectrum

1. Asymptomatic
 viral replication phase with minor non specific symptoms

2. Pulmonary phase
 Late viral phase and early hyperinflammation/cytokine storm phase

 Hospital presentation

3. Cytokine storm phase
 Severe Covid signs and symptoms, higher FiO2 requirement and support

 Usually need high care and/or ICU

 Decreasing viral load at this point but worsening clinical condition due to host 
response





Why is this important?

Severe and critical covid 19 is caused by overwhelming immune 
response with inflammation and damage to multiple organs 
particularly the lung parenchyma
1. Type 1 respiratory failure
2. ARDS 
3. MOD

This is what we help our patients get through.



Cytokine release storm(CRS)

1993:Initially described by Ferrara et al in graft-vs-host disease

2003: SARS
Associated with high mortality and multi-organ failure
Also seen in Kawasaki disorder, Toxic shock syndrome in children

Pathophysiology: immune system overwhelming response to antigen 
presentation and stimulation of the adaptive immune system
Chemokines in Covid: interleukin (IL)-1, IL-6, IL-12, and IL-18, TNFα







IL 6 Inhibitors
Multiple RCTs are currently being done to validate the use and benefit 
of these agents in multiple countries across the world.
Use of these agents only experimental in some hospitals currently.

Pro’s:
1. Single IV dose needed 
2. Could potentially influence mortality and morbidity outcomes as 

well as decongest ICU’s

Cons:
1. Expensive
2. Side effects: infections(Particularly TB), neutropenia, 

thrombocytopenia, liver impairment



In summary

 Cytokine storm is the major pathophysiological determinant of severity of 
disease in Covid 19 

 IL 6 Inhibitors could play a major role in disease mortality and morbidity if 
their effectivity can be validated from the current RCTs being done 

 Should we start measuring IL 6 levels in the sicker patients?






