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Amount of Non-Self RNA Is Matter to Regulate Nucle�c Ac�d Sensor Ret�no�c Ac�d-
Induc�ble Gene I (RIG-I) Act�vat�on 
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Bonnet3, N�hal Altan Bonnet1  
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The d�fferent�at�on of cytosol�c self vs non-self RNA �s ma�nly dependent on detect�on of 
structural d�fferences by nucle�c ac�d sensors. They are cruc�al to detect RNA v�ruses and 
el�m�nate �t through act�vat�on of �nterferon/ -st�mulated genes (ISGs). In our prev�ous stud�es, 
the �nfect�v�ty rate of extracellular ves�cles conta�n�ng mult�ple v�rus part�cles �s h�gher than 
�nfect�on w�th equ�valent numbers of free v�ruses. Bes�des, �nnate �mmun�ty related genes 
decreased �n ves�cular form of �nfect�on. We evaluated whether th�s effect �s due to v�ral nucle�c 
ac�d amount presented �n cytosol at the very beg�nn�ng of the �nfect�on. We used several 
d�fferent v�ruses to �nfect d�fferent cell l�nes at low and h�gh MOIs. We checked both v�ral RNA 
load and �fn-β expression via qPCR. The common trend was that while infection increases with
h�gher MOIs, �nnate response was decreas�ng. We repeated our exper�ments us�ng a mRNA 
analog, low molecular we�ght poly(I:C). When mult�ple non-self-v�ral nucle�c ac�ds enter the 
cytosol en masse, �t results �n suppress�on of RIG-I act�vat�on and decrease �n �nterferon 
express�on. F�nally we demonstrated that th�s suppress�on of �nnate �mmune act�vat�on �s �n part 
due to the tr�gger�ng of RIG-I prote�n degradat�on. Our study reveals a heretofore unknown 
cytosol�c non-self RNA threshold above wh�ch v�ruses can suppress the act�vat�on of the �nnate 
�mmune system and repl�cate.
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