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Endovascular treatment with oligonucleotide therapeutics for aortic aneurysm
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In these days, the number of the cases of endovascular treatment for aortic
aneurysms is increasing because of its less invasiveness. However, the sac of aortic aneurysm does
not necessarily shrink after endovascular treatment even in the absence of endoleaks. In the
previous study, we showed the olignucleotide, NFkB decoy, could prevent enlargement of the aortic
aneurysm in the rat model. In this study, we aimed to show the endograft containing NFkB decoy has
more effect than the endograft alone to prevent the enlagement of the aortic aneurysm. Using the
rabbit model, we could show the induction of NFkB decoy oligonucleotide into the anerysmal wall by
placing the endograft containing NFkB decoy.
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(1) In vitro
THP-1 cell 10 ng/mL  LPS medium IL-1b, TNF-a, MMP-9
well 1x 10°
30 umol/L
1) Control 2) Scrambled 3) NFkB/STAT6 chimera 4) NFkB/Ets
chimera 5) NFkB 6) STAT6 7) Ets 6) Untreat
NFKB/STAT6

Chimeric decoy ODN
NFkB binding site
f 1
GGGATTTCCTGGGAA
CCCTAAAGGACCCTT
| 1
STATG binding site

NFkB/STAT6
@
C56BL/6J mouse 7 CaCl2
Sham Control Decoy
3
Infrarenal aorta 0.5 M CaCl, 100uL 15
50 uL 30 ug KOKEN
AteloGene Local Use Quick Gelation Control
4 Sacrifice
(©)) Decoy eluting
Infrarenal aorta
30
1
GRAFTMASTER, Abott, 111 X
(FITC) (100 nmol)

Sacrifice



(1) In vitro
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Control
NFkB
NFkB/STAT6

MMP-9

p<0.001 Unt vs Cont, Scr, NF/Ets, NF, STAT, NF/STAT
p<0.001 NF/STAT cs Cont, Scr; STAT vs Cont, Scr; NF vs Cont, Scr;
p<0.001 NF/Ets vs Cont, Scr

TNFa

p<0.0001 Untreat vs NF, Co, Scr, STAT, NF/Ets, NF/STAT

0.8 - p<0.0005 NF vs NF/ST, STAT; Cont vs NF/ST
p<0.001 NF vs Scr, NF/Ets; Co vs STAT

0.7 - p<0.0d5 Co vs Scr, NF/Ets
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p<0.0001 Control vs sham
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