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AbstractAbstract

Here is discussed the current scientific background for starting antiaggregation with Aspirin in the very Here is discussed the current scientific background for starting antiaggregation with Aspirin in the very 

initial phase of COVID-19 infection initial phase of COVID-19 infection for for preventipreventingng thrombotic infarctions. thrombotic infarctions.

SSeveral authors everal authors are now are now describing the presence of endothelial cells in the bloodstream.describing the presence of endothelial cells in the bloodstream.

This might represent an epiphenomenon of the underlying mechanisms, This might represent an epiphenomenon of the underlying mechanisms, so so explainexplaininging the incidence of  the incidence of 

fatal systemic thrombotic complications.fatal systemic thrombotic complications.

Antiaggregation with Antiaggregation with Aspirin (Aspirin (ASAASA))  in this perspectivein this perspective would potentially have a significant prophylactic  would potentially have a significant prophylactic 

role, role, ideally before that anticoagulationideally before that anticoagulation  and/or intensive care be the only options left: and/or intensive care be the only options left: therefore dedicated therefore dedicated 

trials trials shouldshould be  be consideredconsidered to confirm this hypothesis. to confirm this hypothesis.
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Introduction and background

ThereThere is  a  worldwide   is  a  worldwide  mountingmounting opinion  among authoritative  colleagues that  the  majority  of opinion  among authoritative  colleagues that  the  majority  of   

problems  in  severe  Covid-19  are  at  a  vascular  level,  where  is  consistent  the  evidence  ofproblems  in  severe  Covid-19  are  at  a  vascular  level,  where  is  consistent  the  evidence  of   

endothelial  cells  into  bloodstream  and  thrombotic  complications  seem  to  emerge  as  anendothelial  cells  into  bloodstream  and  thrombotic  complications  seem  to  emerge  as  an   

important issue in patients with COVID-19 important issue in patients with COVID-19 (1-6,8)(1-6,8)..

In the usual acute respiratory failure, namely ARDS, hypoxia is associated to low pulmonaryIn the usual acute respiratory failure, namely ARDS, hypoxia is associated to low pulmonary   

compliance  compliance  and  and  Covid-19  patients,  during  the  initial  phase  of  the  disease,  still  show  anCovid-19  patients,  during  the  initial  phase  of  the  disease,  still  show  an  

extraordinary dissociation between the amount of gas into their lungs and arterial hypoxemiaextraordinary dissociation between the amount of gas into their lungs and arterial hypoxemia   

(2,3)(2,3)..

The underlying mechanism triggering this fatal cascade of events has been potentially identifiedThe underlying mechanism triggering this fatal cascade of events has been potentially identified   

in a “viral sepsis in a “viral sepsis causing severecausing severe  pneumoniapneumonia  in humanin human” ” (1,4-7,11)(1,4-7,11)..

Covid-19 Does Not  Lead to a Typical  Acute Respiratory Distress Syndrome  Covid-19 Does Not  Lead to a Typical  Acute Respiratory Distress Syndrome  and  and  aa possible possible  

explanation for such severe hypoxemia in compliant lungs is the loss of pulmonary perfusionexplanation for such severe hypoxemia in compliant lungs is the loss of pulmonary perfusion   

regulation and hypoxic vasoconstrictionregulation and hypoxic vasoconstriction(2,3)(2,3)..
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Hypothesis

Following theFollowing the evidence of endot evidence of endothhelial cells in the bloodstream elial cells in the bloodstream (2-5) (2-5) arterial thromboticarterial thrombotic  eventsevents  

should consequently be expected in the should consequently be expected in the background background of Covid-19 pathological processof Covid-19 pathological process..

Endothelial cells once in the bloodstream, while triggering bloodcells and Endothelial cells once in the bloodstream, while triggering bloodcells and platelets aggregation, platelets aggregation, 

would provoke the formation of thrombi,would provoke the formation of thrombi,  therefore the infarction of the territories supplied: this therefore the infarction of the territories supplied: this 

would ultimately compromise the vital functioning of the affected organs.would ultimately compromise the vital functioning of the affected organs.

The The infective infective “interstitiopathy”“interstitiopathy” due to Covid-19  due to Covid-19 (4,6-8)(4,6-8)  is is apparently showing the same apparently showing the same 

physiopathological physiopathological epiphenomenon seen in Ischaemic heart disease (epiphenomenon seen in Ischaemic heart disease (IHD) or IHD) or stroke stroke where, in where, in 

fact,fact,  early antiaggregation with Aspirin is widely recognised as a secondary prevention treatment early antiaggregation with Aspirin is widely recognised as a secondary prevention treatment 

in order to reduce risks of in order to reduce risks of potentially fatal recurrences potentially fatal recurrences (9,10)(9,10). . 

In this perspective In this perspective ASAASA might well represent an extra tool  might well represent an extra tool (11)(11) to include in the current weak  to include in the current weak 

therapeutic armamentarium for therapeutic armamentarium for Covid-19 infectionCovid-19 infection. . 

ASA would potentially target the very early asymptomatic or paucisymptomatic phase, whereas, ASA would potentially target the very early asymptomatic or paucisymptomatic phase, whereas, 

for conclamatefor conclamate interstitial pneumnonia interstitial pneumnonia  (7)(7), especially in the presence of a pulmonary embolism, , especially in the presence of a pulmonary embolism, 

switching to Anticogulants is warranted switching to Anticogulants is warranted (1-3,12)(1-3,12)..

Besides, patients admitted to Intensive Care Units, being bed bound, must receive, at least, Besides, patients admitted to Intensive Care Units, being bed bound, must receive, at least, 

appropriateappropriate  LMWHLMWH prophylaxis for DVT: which, however, is not effective for arterial thrombosis  prophylaxis for DVT: which, however, is not effective for arterial thrombosis 

prevention. prevention. 

Antiaggregation withAntiaggregation with  AASASA  couldcould  thereforetherefore  represent a valid therapeutical complement represent a valid therapeutical complement before any before any 

respiratory-pulmonary signs occur respiratory-pulmonary signs occur as it would potentially aas it would potentially avoid void D-Dimer orienteD-Dimer orientedd  

anticoagulationanticoagulation(6,8) (6,8) and further risks due to unnecessary overtreatments and further risks due to unnecessary overtreatments (13)(13), as , as low specificity limits low specificity limits 

the usefulness of D-dimer testing leading to a high rate of false-positive resultsthe usefulness of D-dimer testing leading to a high rate of false-positive results (14)(14)..



ConclusionsConclusions

Early antithrombotic prophylaxis with Early antithrombotic prophylaxis with AASASA should be considered, in the initial clinical phase of  should be considered, in the initial clinical phase of 

Covid-19 infection, aiming to obtain a more effective containment of the pathological cascade Covid-19 infection, aiming to obtain a more effective containment of the pathological cascade (4)(4)  

which, in some individuals, will eventually require invasive ITU procedureswhich, in some individuals, will eventually require invasive ITU procedures (3,7,15)(3,7,15)..

As we already extensively learned from early and “time shortage” driven experiences, there are As we already extensively learned from early and “time shortage” driven experiences, there are 

lesser chances of recovery from advanced stages with conclamate multi-organ-disfunction lesser chances of recovery from advanced stages with conclamate multi-organ-disfunction (1-(1-

4,11,14,15)4,11,14,15)..

As far as I am aware, tAs far as I am aware, there are here are not not ongoing experimental trongoing experimental trialsials for preventing arterial thrombosis  for preventing arterial thrombosis 

with antiaggregants in positive confirmed or clinically suggestive cases of Covid-19. with antiaggregants in positive confirmed or clinically suggestive cases of Covid-19. Dedicated Dedicated 

studies should ideally investigate on the effectiveness of studies should ideally investigate on the effectiveness of AspirinAspirin in the early phase of this  in the early phase of this 

disease.disease. 
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