2078495

e lafaRugiiarin Lﬂumm@Wlﬁmimmumé’nmu‘luéﬁm%ﬂLmzé'ﬂfam::@ﬂ%ﬁm
WnINg Tanfiaelaifiannssnunil&una lurniei fnaiunaluladl RNA interference 11l
Anwanisinauaeciy LL@:’L%’ETué?qmummmnmmﬁmmL%ﬂlq'}’wmq Tandaet 1
naaaulsz8nEN N mRNA LAz siRNA Aa%1aiuse MRNA 2848 N 1949138 RV-CVS
1 Rer Ui Sanud miRNA aransadudanszaunis transcription Wag replication 189
Balandn siRNA Mxnddadsldnagauysz@ninim miRNA sia mRNA 1848 P uazsia
genomic RNA 984138 W41 MIRNA sie mRNA 2adi P LLﬂﬁN@miﬁu&amummmn
gasiu P 18 wAinanssudenisugateanaediiu N uaz genomic RNA faunituaz
Uszananannasfiusadedationndt miRNA fe mRNA 2848u N uansdn P a1alaild
ShvunaRdduwindiu N ¥y mRNA sia genomic  RNA 19438 4119088 viral
transcripts #a% genomic RNA 1093018 uAnaTLELIRWNTL MIRNA fia mRNA 1998 N
wanaNMI Fawidn miRNA Lol multiple mIRNA 1 pre-miRNA transcript (Renfiu e
single uaz multiple target Wnanisdufadeldand, miRNA wuw 1 Tuiana e multiple
MiRNA sia multiple target gmnsadudalaanda uiaslifitadAyfinia uazwud nsld
scramble miRNA 11 multiple  miRNA "I,N'"Lco’]’amﬂszﬁm%mwimﬂ?quﬁﬂﬂﬁiﬁué’qL%Mﬂq
MIRNA A1 aMnHanIMAredil auayunsld muliiple mIRNA lunafiufadelaFafe
guatih warzwandl 1 v7e 2 miRNA lu multiple mRNA Aligsnsndudadal idasan
mqmﬁmﬁﬂﬁuLuaﬁl,i_l‘z’i'ﬂul,l,ﬂm”lﬂmﬂm%ﬂ Rl mRNA Fauly pre-miRNA transcript

¥
e o

=l o i 2/ [ :'/ -=,HI v = = g [
Lmﬂ‘)ﬂu‘ﬂi‘ﬂN@ﬂ”lﬁ‘ﬂ‘].lﬂ\‘lL‘ﬁ’ﬂ’ﬂﬂqﬁuﬂﬁ‘ta%ﬁﬂqw NARINITUINEY JIFEATAUNIT INL'Z\Q@

L7
o o

miRNA azgnsnsatin i lunsimuniiniesinendiaefinige lafaRugqiailueunanld

q



207845

Rabies is an inevitably fatal disease. There is no effective treatment. At present,
RNA interference technique has been shown to be a powerful too! in the study of gene
function control and one of the promising antiviral therapies. We determined whether
miRNAs or siRNAs was more effective in suppressing rabies virus transcription and
replication. They were designed against N mRNA of Challenge Virus Standard (CVS) strain
of rabies virus. We found that miRNAs were more effective than siRNAs in inhibiting viral
transcription and replication. miRNAs against P mRNA (anti-P miRNA) and viral genomic
RNA (anti-genome miRNA) were also tested. Anti-P miRNA inhibited P gene expression,
however, only partial effect in reducing N mRNA and genomic RNA was observed. This
suggested that P may not be an appropriate target. Although anti-genome miRNA could
reduce viral transcripts and genomic RNA, it was less effective when compared with anti-N
miRNAs. Chaining of multiple miRNAs against single or multiple targets in one pre-miRNA
transcript was superior, although not significant, to construct expressing only one anti-N
miRNA. We also found that adding scramble miRNA to the chain did not significantly
reduce overall inhibitory effect of other miRNAs. Our data may support the use of multiple
miRNAs against different targets of rabies \:irus. It provides a wide safety margin if one or
two miRNA in the same chain does not work. Thus, this may be applicable in natural
cirgums’cance where sequence of rabies virus has not been known, in particular, such as,
in the case of escape mutation of rabies virus. Based on our results, it may suggest that

application of miRNAs has future therapeutic potential in symptomatic rabies infected

victim.





