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Japanese Encephalitis infection. \par
}\qj\fi648\sb108\sl343\slmult1\nowidctlpar\adjustright
\expnd0\expndtw3\cgrid {Another object of the present invention is to add a
contiguous stretch of 10 }{\expnd0\expndtw-1\cgrid deoxyguanosine residues
[poly-(G)10] at the 3'-end of a DNAzyme to d 



eliver it efficiently }{\expnd0\expndtw-2\cgrid to cells bearing scavenger
receptor without affecting its enzymatic activity. \par }\pard
\s4\sb72\sl266\slmult1\nowidctlpar\tqr\tx8367\aspalpha\aspnum\nocwrap\adjus
tright \plain \cs5\fs22\cgrid {20\tab }{\expnd1\expndtw9\cgrid Yet another
object of the present invention is to provide a process for the \par }\pard
\s4\li504\ri72\sb108\sl340\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adju
stright \expnd0\expndtw-3\cgrid {preparation of an oligodeoxynucleotide
sequence for the DNAzymes which is targeted to }{\expnd0\expndtw-2\cgrid
cleave the RNA sequence  in JE virus infection
}{\expnd0\expndtw-2\ul\cf2\cgrid {\field{\*\fldinst{ HYPERLINK http://in.an
}{{\*\datafield
00d0c9ea79f9bace118c8200aa004ba90b0200000003000000e0c9ea79f9bace118c8200aa0
04ba90b1a00000068007400740070003a002f002f0069006e002e 0061006e000000
}}}{\fldrslt{in.an}}}}{\expnd0\expndtw-2\cgrid  animal model. 



\par }\pard
\s6\fi648\li504\ri72\sb72\sl345\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap
\adjustright \expnd0\expndtw-4\cgrid {Another object of the invention is to
provide a DNAzyme comprising at least one }{\expnd1\expndtw8\cgrid chemical
modification whe rein the chemical modification is selected from sugar \par
}\pard
\s4\sb108\sl273\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\expnd0\expndtw0\cgrid {25 modification, nucleic acid base modification and
/or phosphate backbone modification. \par }\pard
\s6\fi648\li504\ri72\sb72\sl336\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap
\adjustright \expnd1\expndtw8\cgrid {Another object of the invention is to
provide DNAzymes comprising of }{\expnd0\expndtw-2\cgrid phosphorothioate
linkages. \par }\sb108\sl345\slmult1\nowidctlpar\adjustright
\expnd0\expndtw-3\cgrid {Another object of the invention is to provide a
method of treatment of Japanese }{\expnd0\expndtw-1\cgrid Encephalitis
infection comprising the steps of introducing said catalytic  DNA molecule
or \par }\pard
\s2\fi-504\li504\ri72\sb72\sl331\slmult1\nowidctlpar\aspalpha\aspnum\nocwra
p\adjustright \plain \cs3\fs22\expnd0\expndtw1\cgrid {30 DNAzyme into the
infected cells under conditions suitable for cleavage and reduction of
}{\expnd0\expndtw-2 



\cgrid JE viral titres. \par
}\pard\plain\sect\sectd\stextflow0\marglsxn1731\margrsxn1687\margtsxn1258\m
argbsxn2104\linex0\sectdefaultcl{\shp{\*\shpinst\shpbxpage\shpbxignore\shpb
ypage\shpbyignore\shpleft1731\shptop1049\shpright10171\shpbottom1258\shpfhd
r0\shpwr2\shpwrk0 \shpfblwtxt1\shpz4\shplid1030{\sp{\sn shapeType}{\sv
202}}{\sp{\sn fFlipH}{\sv 0}}{\sp{\sn fFlipV}{\sv 0}}{\sp{\sn posrelh}{\sv
1}}{\sp{\sn posrelv}{\sv 1}}{\sp{\sn dxTextLeft}{\sv 0}}{\sp{\sn
dyTextTop}{\sv 0}}{\sp{\sn dxTextRight}{\sv 0}}{\sp{ \sn dyTextBottom}{\sv
0}}{\sp{\sn dxWrapDistLeft}{\sv 0}}{\sp{\sn dyWrapDistTop}{\sv 0}}{\sp{\sn
dxWrapDistRight}{\sv 0}}{\sp{\sn dyWrapDistBottom}{\sv 0}}{\sp{\sn
pWrapPolygonVertices}{\sv 8;5;(-62,0);(-62,21600);(21662,21600);(21662,0);
(-62,0)}}{\sp{ \sn fEditedWrap}{\sv 0}}{\sp{\sn fLine}{\sv 0}}{\sp{\sn
fillColor}{\sv 16777215}}{\sp{\sn fillOpacity}{\sv 0}}{\sp{\sn
fBehindDocument}{\sv 0}}{\sp{\sn lTxid}{\sv 3035631935}}{\shptxt
\pard\plain\pard\plain \s2\li360\sl228\slmult1\nowidctlpar\tqr\tx8410
\aspalpha\aspnum\nocwrap\adjustright \cs3\fs19\expnd0\expndtw-2\cgrid {WO
2006/064519\tab }{\expnd0\expndtw2\cgrid PCT/IN2005/000423 \par
}}}}{\shp{\*\shpinst\shpbxcolumn\shpbxignore\shpbypara\shpbyignore\shpleft0
\shptop13162\shpright8440\shpbottom13380\shpfhdr0\shpwr2\shpwrk0\shpfblwtxt
1\shpz5\shplid1031{\sp{\sn shapeType}{\sv 202}}{\sp{\sn fFlipH}{\sv
0}}{\sp{\sn fFlipV}{\sv 0}}{\sp{ 



\sn posrelh}{\sv 2}}{\sp{\sn posrelv}{\sv 2}}{\sp{\sn dxTextLeft}{\sv
0}}{\sp{\sn dyTextTop}{\sv 0}}{\sp{\sn dxTextRight}{\sv 0}}{\sp{\sn
dyTextBottom}{\sv 0}}{\sp{\sn dxWrapDistLeft}{\sv 0}}{\sp{\sn
dyWrapDistTop}{\sv 0}}{\sp{\sn dxWrapDistRight}{\sv 0}} {\sp{\sn
dyWrapDistBottom}{\sv 0}}{\sp{\sn pWrapPolygonVertices}{\sv 8;5;(-62,0);
(-62,21600);(21662,21600);(21662,0);(-62,0)}}{\sp{\sn fEditedWrap}{\sv
0}}{\sp{\sn fLine}{\sv 0}}{\sp{\sn fillColor}{\sv 16777215}}{\sp{\sn
fillOpacity}{\sv 0}}{\sp{ \sn fBehindDocument}{\sv 0}}{\sp{\sn lTxid}{\sv
4145745721}}{\shptxt \pard\plain\pard\plain
\s2\li4392\sl184\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\cs3\f16\fs25\cgrid {3 \par }}}}\pard\plain
\s2\fi576\li576\sb612\sl316\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \cs3\f16\fs25\expnd-1\expndtw-5\cgrid {Another object of the
present invention is to provide a method wherein the
}{\expnd-2\expndtw-10\cgrid catalyti c DNA molecules or DNAzymes are
chemically synthesized. \par }\sb72\sl314\slmult1\nowidctlpar\adjustright
\expnd-2\expndtw-14\cgrid {Another object of the present invention is to
provide a phannaceutical composition }{\expnd-1\expndtw-9\cgrid comprising
a pharmaceutically acceptable carrier and a catalytic DNA  molecule. 



\par }\fi0\li144\sb144\sl211\slmult1\nowidctlpar\adjustright
\expnd0\expndtw2\cgrid {5 }{\f0\fs22\b\cgrid BRIEF DESCRIPTION OF
ACCOMPANYING DRAWINGS \par
}\li576\sb180\sl240\slmult1\nowidctlpar\adjustright
\f0\fs22\expnd0\expndtw-3\b\cgrid {Figure 1: }{\i\charscalex105\cgrid In
vitro }{cleavage of JEV RNA. \par }{\pntext\pard\plain
\f16\fs25\expnd-3\expndtw-15\cgrid a.\tab}\pard
\s2\fi-288\li1584\sb72\sl324\slmult1\nowidctlpar\jclisttab\tx1512{\*\pn
\pnlvlbody\ilvl0\pnf16\pnfs25\pnulnone\pnlcltr\pnstart1\pnindent288\pnhang\
pnsp216{\pntxta .}}\ls1\aspalpha \aspnum\nocwrap\adjustright
\f16\fs25\expnd-3\expndtw-15\b0\cgrid {Sequence of DNAzyme 3Dz along with
its target substrate sequence (in bold) in }{\expnd0\expndtw0\cgrid genome.
\par }\sb108\sl240\slmult1\nowidctlpar\adjustright
\expnd-2\expndtw-11\cgrid {Cleavage of synthetic RNA substrate by DNAzyme.
\par }\pard
\s2\sb72\nowidctlpar\tqr\tx5790\aspalpha\aspnum\nocwrap\adjustright
\expnd0\expndtw0\cgrid {10\tab }{\expnd-2\expndtw-14\cgrid c. Cleavage of
JEV 3}{\f22\expnd-2\expndtw-14\super\charscalex70\cgrid
1}{\expnd-2\expndtw-14\cgrid -NCR RNA by DNAz yme 3Dz. 



\par }\pard \s2\li576\sb108\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\f0\fs22\expnd0\expndtw-2\b\cgrid {Figure 2: Uptake of DNAzymes by cultured
cells. \par }{\pntext\pard\plain \f16\fs25\expnd-1\expndtw-8\cgrid
a.\tab}\pard
\s2\li1224\sb108\sl192\slmult1\nowidctlpar\jclisttab\tx1512{\*\pn
\pnlvlbody\ilvl0\pnf16\pnfs25\pnulnone\pnlcltr\pnstart1\pnhang\pnsp288{\pnt
xta .}}\ls2\aspalpha\aspnum\nocwrap \adjustright
\f16\fs25\expnd-1\expndtw-8\b0\cgrid {J774E cells \par
}\expnd-2\expndtw-10\cgrid {EOC 2 cells \par }\pard
\s2\li576\sb108\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\f0\fs22\expnd0\expndtw-2\b\cgrid {Figure 3: DNAzyme activity in cultured
cells. \par }\pard
\s2\sb108\sl192\slmult1\nowidctlpar\tqr\tx2362\aspalpha\aspnum\nocwrap\adju
stright \f16\fs25\expnd0\expndtw0\b0\cgrid {15\tab
}{\expnd-1\expndtw-6\cgrid a J774E cells \par }\pard
\s2\li1152\sb144\sl192\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustri
ght \f0\fs22\expnd-1\expndtw-8\b\cgrid {b }{\f16\fs25\b0\cgrid Neuro-2a
cells 



\par }\li576\sb108\sl240\slmult1\nowidctlpar\adjustright
\expnd0\expndtw-2\cgrid {Figure 4: DNAzyme mediated inhibition of JEV
replication in mouse brain. \par }\li1224\sb72\nowidctlpar\adjustright
\expnd-2\expndtw-12\cgrid {a }{\f16\fs25\b0\cgrid Mice received 500 p moles
of the ODNs \par }\li1152\sb108\nowidctlpar\adjustright
\expnd-2\expndtw-11\cgrid {b }{\f16\fs25\b0\cgrid Mice received 100-1000 p
moles of the ODNs \par }\fi-576\li576\sl360\slmult1\nowidctlpar\adjustright
\f16\fs25\expnd0\expndtw2\b0\cgrid {20 }{\f0\fs22\b\cgrid Figure 5:
Survival of the JEV-infected mice following intra-cerebral injection of
}{\f0\fs22\expnd0\expndtw0\b\cgrid DNAzyme. \par
}\fi0\sb144\sl211\slmult1\nowidctlpar\adjustright
\f0\fs22\expnd0\expndtw-2\b\cgrid {DESCRIPTION OF TABLES \par
}\sb108\sl240\slmult1\nowidctlpar\adjustright
\f16\fs25\expnd-2\expndtw-11\b0\cgrid {Table 1: Nucleotide sequence of
DNAzymes \par }\sb72\nowidctlpar\adjustright \expnd-2\expndtw-14\cgrid
{Table: 2 List of SEQUENCE IDs 



\par }\li0\sb108\sl199\slmult1\nowidctlpar\adjustright
\expnd1\expndtw6\cgrid {25 }{\f0\fs22\b\cgrid SUMMARY OF THE INVENTION \par
}\qj\fi648\li576\sl319\slmult1\nowidctlpar\adjustright
\f0\fs22\expnd0\expndtw-2\b\cgrid {The invention relates to chemically
synthesized novel DNAzymes or catalytic }{\expnd-1\expndtw-6\cgrid DNA
molecules which are targeted }{\f16\fs25\expnd-1 \expndtw-6\b0\cgrid to
cleave the RNA of Japanese Encephalitis Virus
}{\f16\fs25\expnd-1\expndtw-9\b0\cgrid (JEV). JEV is a neurotropic virus
that replicates actively in human or animal brain cells,
}{\f16\fs25\expnd-2\expndtw-10\b0\cgrid which are target ed by the
DNAzymes. \par }\pard
\s2\sb72\nowidctlpar\tqr\tx8382\aspalpha\aspnum\nocwrap\adjustright
\f16\fs25\expnd-9\expndtw-48\b0\cgrid {30\tab }{\expnd-1\expndtw-9\cgrid
Another aspect of the present invention is to provide a process of
synthesizing the \par }\pard
\s2\qc\li504\sb108\sl312\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjust
right \expnd-1\expndtw-9\cgrid {catalytic DNA molecule which specifically
cleaves the JE viral RNA genome. The present\line }{\expnd0\expndtw1\cgrid
invention particula rly relates to a process where the catalytic DNA
molecules or 



\par
}\pard\plain\sect\sectd\stextflow0\marglsxn1724\margrsxn1694\margtsxn1259\m
argbsxn2089\linex0\sectdefaultcl{\shp{\*\shpinst\shpbxpage\shpbxignore\shpb
ypage\shpbyignore\shpleft1724\shptop1064\shpright10164\shpbottom1259\shpfhd
r0\shpwr2\shpwrk0 \shpfblwtxt1\shpz6\shplid1032{\sp{\sn shapeType}{\sv
202}}{\sp{\sn fFlipH}{\sv 0}}{\sp{\sn fFlipV}{\sv 0}}{\sp{\sn posrelh}{\sv
1}}{\sp{\sn posrelv}{\sv 1}}{\sp{\sn dxTextLeft}{\sv 0}}{\sp{\sn
dyTextTop}{\sv 0}}{\sp{\sn dxTextRight}{\sv 0}}{\sp{ \sn dyTextBottom}{\sv
0}}{\sp{\sn dxWrapDistLeft}{\sv 0}}{\sp{\sn dyWrapDistTop}{\sv 0}}{\sp{\sn
dxWrapDistRight}{\sv 0}}{\sp{\sn dyWrapDistBottom}{\sv 0}}{\sp{\sn
pWrapPolygonVertices}{\sv 8;5;(-62,0);(-62,21600);(21662,21600);(21662,0);
(-62,0)}}{\sp{ \sn fEditedWrap}{\sv 0}}{\sp{\sn fLine}{\sv 0}}{\sp{\sn
fillColor}{\sv 16777215}}{\sp{\sn fillOpacity}{\sv 0}}{\sp{\sn
fBehindDocument}{\sv 0}}{\sp{\sn lTxid}{\sv 2259329038}}{\shptxt
\pard\plain\pard\plain \s2\li288\sl228\slmult1\nowidctlpar\tqr\tx8364
\aspalpha\aspnum\nocwrap\adjustright \cs3\f28\fs17\expnd-2\expndtw-14\cgrid
{WO 2006/064519\tab }{\expnd-2\expndtw-10\cgrid PCT/IN2005/000423 \par
}}}}{\shp{\*\shpinst\shpbxcolumn\shpbxignore\shpbypara\shpbyignore\shpleft0
\shptop13176\shpright8440\shpbottom13400\shpfhdr0\shpwr2\shpwrk0\shpfblwtxt
1\shpz7\shplid1033{\sp{\sn shapeType}{\sv 202}}{\sp{\sn fFlipH}{\sv
0}}{\sp{\sn fFlipV}{\sv 0}}{\sp{ \sn posrelh}{\sv 2}}{\sp{\sn posrelv}{\sv
2}}{\sp{\sn dxTextLeft}{\sv 0}}{\sp{\sn dyTextTop}{\sv 0}}{\sp{\sn
dxTextRight}{\sv 0}}{\sp{\sn dyTextBottom}{\sv 0}}{\sp{\sn
dxWrapDistLeft}{\sv 0}}{\sp{\sn dyWrapDistTop}{\sv 0}}{\sp{\sn
dxWrapDistRight}{\sv 0}} 



{\sp{\sn dyWrapDistBottom}{\sv 0}}{\sp{\sn pWrapPolygonVertices}{\sv 8;5;
(-62,0);(-62,21600);(21662,21600);(21662,0);(-62,0)}}{\sp{\sn
fEditedWrap}{\sv 0}}{\sp{\sn fLine}{\sv 0}}{\sp{\sn fillColor}{\sv
16777215}}{\sp{\sn fillOpacity}{\sv 0}}{\sp{ \sn fBehindDocument}{\sv
0}}{\sp{\sn lTxid}{\sv 1057939804}}{\shptxt \pard\plain\pard\plain
\s2\li4320\sl192\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\cs3\f16\fs25\cgrid {4 \par }}}}\pard\plain
\s2\li576\ri72\sb612\sl-299\slmult0\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \cs3\f16\fs25\expnd-2\expndtw-11\cgrid {DNAzymes are used for
inhibiting the replication of Japanese encephalitis virus in both
}{\fs24\i\cgrid in }{ \fs24\expnd0\expndtw-3\i\cgrid vitro
}{\expnd0\expndtw-3\cgrid and }{\fs24\expnd0\expndtw-3\i\cgrid in vivo
}{\expnd0\expndtw-3\cgrid conditions. \par
}\fi864\li360\sb108\sl-331\slmult0\nowidctlpar\adjustright
\expnd-1\expndtw-7\cgrid {The invention also relates to the use of the
DNAzymes for the treatment of }{\expnd0\expndtw-1\cgrid Japanese
Encephalitis infection, responsible for frequent epidem ics of
encephalitis, }{\expnd0\expndtw0\cgrid 5 predominantly in children. \par
}\qj\fi648\li576\sl-350\slmult0\nowidctlpar\adjustright
\expnd-2\expndtw-10\cgrid {The present invention also discloses the
addition of a contiguous stretch of 10 }{\expnd-2\expndtw-11\cgrid
deoxyguanosine residues [poly-(G)}{\f22\expnd-2\expndtw-11 



\sub\charscalex70\cgrid 1}{\expnd-2\expndtw-11\cgrid 0] at the 3'-end of a
DNAzyme and these are more }{\expnd-1\expndtw-9\cgrid efficient in
inhibiting JEV replication in cells and the animal model of IE. \par
}\qr\fi0\li0\sl-275\slmult0\nowidctlpar\adjustright
\expnd-2\expndtw-11\cgrid {One more aspect of the present invention is to
provide a process for the preparation \par
}\qj\fi-576\li576\sb72\sl-336\slmult0\nowidctlpar\adjustright
\expnd-2\expndtw-10\cgrid {10 of DNAzymes which is targeted to cleave the
RNA in JE virus infection in animals. The }{\expnd-2\expndtw-12\cgrid
DNAzymes diffuse very quickly following the  intra-cerebral injection and
are taken up by }{\expnd-1\expndtw-9\cgrid many cells around the injection
site. \par }\ql\fi864\li288\sb108\sl-331\slmult0\nowidctlpar\adjustright
\expnd-3\expndtw-15\cgrid {Another aspect of the present invention is to
provide a phar 






