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Adenosine deaminases that act on RNA (ADARs) convert
adenosines (A) to inosines (I) in stretches of dsRNA. The
biological purpose of these editing events for the vast ma-
jority of ADAR substrates is largely unknown. In this is-
sue of Genes & Development, Reich and colleagues (pp.
271–282) demonstrate that in Caenorhabditis elegans,
A-to-I editing in double-stranded regions of protein-cod-
ing transcripts protects these RNAs from targeting by
the RNAi pathway. Disruption of this safeguard through
loss of ADAR activity coupled with enhanced RNAi re-
sults in developmental abnormalities and profound
changes in gene expression that suggest aberrant induc-
tion of an antiviral response. Thus, editing of cellular
dsRNA by ADAR helps prevent host RNA silencing and
inadvertent antiviral activity.

ADAR (adenosine deaminase that acts on RNA) enzymes
are found broadly across metazoans and have been esti-
mated to catalyze adenosine (A)-to-inosine (I) editing
events in more than half of the human transcriptome
(Deffit and Hundley 2016). Since inosine is decoded as
guanosine during translation, editing by ADAR in an
ORF can result in a change in amino acid sequence and,
potentially, protein function. In one of the best-studied
examples of this, A-to-I editing of a single position in
the mRNA encoding the glutamate receptor subunit
causes a glutamine to be replaced with arginine, substan-
tially altering the activity of this protein (Nishikura
2016). However, inmost animals, edited sites map to non-
coding regions in the transcriptome, including transpo-
sons, pseudogenes, long noncoding RNAs, circular
RNAs, and the untranslated regions (UTRs) and introns
of messenger RNAs (mRNAs) (Deffit and Hundley
2016). The prevalence of these types of ADAR substrates
implies that editing must have a purpose beyond recoding
protein sequence.
The common feature of all ADAR targets is the require-

ment for the edited A to reside within a stretch of mostly
base-paired RNA. Thus, the conversion of A-to-I in non-
coding sequences has the potential to modulate interac-
tions of this region with other factors by either
distorting the RNA structure or altering the sequence

identity. For example, editing in introns can impede rec-
ognition by splicing machinery, and editing of sequences
in 3′ UTRs can impact targeting by the microRNA com-
plex (Deffit and Hundley 2016). One of the first clues
that editing prevents the recognition of dsRNA by RNAi
factors was the observation that loss of ADAR activity re-
sults in transgene silencing in Caenorhabditis elegans
(Knight and Bass 2002). It was predicted that the repetitive
nature of transgenic arrays produced sense–antisense
RNAs that underwent editing by ADARs. In the absence
of ADARs, the base-paired RNAs would be vulnerable to
cleavage by the dsRNA nuclease Dicer, initiating an
RNAi response against the transgenic sequences (Knight
and Bass 2002). If editing could protect artificially generat-
ed dsRNA from RNAi-mediated silencing, then it seemed
likely that the expression of endogenous transcripts with
naturally occurring dsRNA stretches might also be regu-
lated by ADARs.
In this issue of Genes & Development, Reich et al.

(2018) demonstrate that hundreds of C. elegans protein-
coding transcripts contain editing-enriched regions
(EERs), mostly in their introns and UTRs, and loss of
ADARs makes these RNAs susceptible to down-regula-
tion by the RNAi pathway (Fig. 1). The EERs are presum-
ably double-stranded, and editing likely masks these
structures from being recognized as substrates for Dicer
cleavage. Indeed, Reich et al. (2018) identified siRNAs
with signatures of Dicer processing that corresponded to
most EERs, and levels of these siRNAs increased in
worms lacking ADAR activity. The primary siRNAs pro-
duced by Dicer can promote the synthesis of secondary
siRNAs that further target the originating transcript for
down-regulation (Billi et al. 2014). Both primary and sec-
ondary siRNAs corresponding to EERs were observed to
accumulate in ADAR mutants in an RNAi-dependent
manner (Reich et al. 2018). These findings expand on pre-
vious reports that ADARs antagonize targeting of various
sources of endogenous dsRNA by the RNAi pathway (Wu
et al. 2011; Goldstein et al. 2017).
The present study by Reich et al. (2018) also sheds light

on the role of ADARs in C. elegans behavior. Loss of
ADARs diminishes the ability of worms to migrate
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toward attractive scents (Nishikura 2016). Intriguingly,
this chemotaxis defect is rescued by the additional remov-
al of core RNAi factors, suggesting that editing prevents
the silencing of genes needed for this olfactory response
(Tonkin and Bass 2003). It turns out that misregulation
of a single ADAR target, a C-type lectin (clec-41), seems
to be responsible for the chemotaxis defect in ADARmu-
tant worms (Deffit et al. 2017). The Hundley laboratory
(Deffit et al. 2017) found that the 3′ UTR of clec-41 under-
goes editing, and loss of ADAR activity results in de-
creased neuronal expression of this gene. Moreover,
restoration of clec-41 expression in the neurons of
ADAR mutant animals rescued the chemotaxis defect.
Since Reich et al. (2018) mapped an EER to the clec-41
3′ UTR and identified increased siRNAs corresponding
to this sequence in ADAR mutant animals, editing of
this sequence in neurons likely protects clec-41 from
RNAi-mediated silencing, a function critical for normal
chemosensory behavior in worms.

In contrast to the substantial decrease in clec-41mRNA
levels in neurons of ADAR mutants (Deffit et al. 2017),
Reich et al. (2018) observed that most EER-containing
transcripts were only modestly down-regulated in whole
worms lacking ADAR activity, suggesting that targeting

of them by the RNAi pathway is inefficient. Consistent
with this idea, mutations that cause enhanced RNAi by
alleviating competition for limiting factors resulted in
more robust silencing of unedited EER-associated genes
(EAGs). Strikingly, the loss of ADARs combined with an
enhanced RNAi background led to prominent develop-
mental abnormalities, and these phenotypeswere rescued
by removal of core RNAi factors (Reich et al. 2018).
Hence, protection ofmost EAGs by ADAR-mediated edit-
ing of double-stranded regions becomes more critical
when RNAi factors, such as Dicer, have greater access
to these substrates.

Predictably, EAGs were among the >2000 genes down-
regulated in worms deficient in ADAR editing and en-
hanced for RNAi (Reich et al. 2018). However, just as
many genes were found to be up-regulated in this back-
ground, including >50% of the genes induced by infection
with theOrsay RNAvirus (Reich et al. 2018). Currently, it
is unclear whether the silencing of EAGs indirectly trig-
gers an antiviral response or whether the detection of un-
protected dsRNA structures by a heightened RNAi
pathway is responsible for the gene expression patterns
and developmental abnormalities exhibited by worms
lacking ADARs in combination with enhanced RNAi.

Striking parallels for the role of ADARs in preventing
dsRNA from triggering inappropriate antiviral programs
in worms and immune responses in mammals are now
emerging. The loss of ADAR1 causes embryonic lethality
inmice because of hyperactivation of the immune system
(Bajad et al. 2017). Presumably, unedited endogenous
dsRNAs are mistakenly detected as viral invaders by cel-
lular sensors of dsRNA, leading to an overzealous im-
mune signaling cascade. Likewise, the loss of ADARs in
C. elegans leaves dsRNA-containing transcripts vulnera-
ble to detection by the RNAi pathway. Additionally, in-
creased availability of certain RNAi factors not only
results in stronger silencing of the unedited dsRNA host
but also triggers an antiviral response. Thus, editing of
dsRNA by ADARs seems to be a conserved mechanism
for marking self RNAs to thwart recognition by factors
that recognize dsRNA as a sign of invasion.
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Figure 1. Regulation of dsRNA by ADARs and RNAi. (A) Edit-
ing of dsRNA by ADARs prevents recognition by the Dicer com-
plex. (B) Loss of ADARs and increased availability of the Dicer
complex results in the cleavage of dsRNA into primary (1°) siR-
NAs and the generation of secondary (2°) siRNAs that further si-
lence the dsRNA-containing host gene. Aberrant regulation of
cellular dsRNA through these pathways triggers an antiviral re-
sponse in C. elegans.
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