
Review  
 
The review describes the role of Rig-I like receptors (RLR) in virus infections. It 
summarizes their regulation and function also how viruses hijack the receptors.  
 
Unfortunately, the review is not very timely as it discusses studies that have been 
published quite some time ago. No recent studies are included in the review, even 
though we know currently much more about RLRs, how they are regulated and their 
function in virus infections. Moreover, the review only addresses only ubiquitination 
as a regulation mechanism but RLRs are regulated at very different levels including 
dephosphorylation. This needs to be discussed.  
 
comments 
 
Overall, the review refers to many ‘old’ references and new studies need to be 
included. This is very relevant due to several recent new insight into these receptors. 
 
First paragraph. Include expression pattern of these receptors and change  sentence 
concerning soluble PRRs as RLRs are cytoplasmic RLRs.  
  
The review needs to clearly discuss what viral RNA structures are recognized. In the 
RIG-I ligand section it is stated that Dengue and West Nile virus are recognized by 
this is only after replication so incoming RNA is not recognized.  
 
Mention what viruses are recognized by LPG2 
 
The family is usually referred to as the Dead box helicase family due to Asp-Glu-Ala-
Asp sequence 
 
Wies et al immunity 2013 have shown that both mda-5 and rig-I need to be 
dephosphorylated by PP1α and PP1γ for activation. Several viruses are able to 
prevent dephosphorylation, thereby escaping antiviral immunity (such as measles). 
This should be mentioned as it is vital to its function 
 
MAVS forms a signaling platform in which TRFA3, TBK1 and IKKε are recruited and 
signaling occurs. This could be mentioned. It is not only the multimerization that 
leads to activation of transcription factors. 
 
The author states that IFN by themselves are antiviral. This is not correct (or a 
reference should be included). IFNs induce signaling via IFNReceptor and this leads 
to activation of specific antiviral programs.  
 
The sentence ‘Overall this causes the death of infected cells, the protection of 
surrounding cells and the activation of the antigen-specific antiviral immune 
response’ is unclear. Explain how IFN plays a role in this (by inducing IFNR 
signalling in other cells).  
 
Extend the section on regulation of RLR by including new insight such as 
dephosphorylation and how this is prevented by certain viruses such as Measles 
virus.  



 
The last section on hijacking is very dated and new studies should be included. For 
example: Dengue NS4A binds to MAVS and thereby prevents the interaction 
between RIG-I and MAVS.  NS2B3, NS2A and NS4B  target  RIG-I and MDA5 
signaling via inhibition IKKε.  
 
West Nile virus also Targets RIG-I and MAVS signaling e.g. Zhang H.L. 2017  
 
Furthermore, there is no concluding section which would strengthen the review.  
 
There are many mistakes (typo) and form errors (viruses with Capitals etc) so please 
edit the review carefully and adhere to standard writing forms.  
 
 
 


