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Devglgp the new drugs for peri-implantitis prevention by drug repositioning
methods
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Japan _has been a super-aging society and the number of elderly patients
with peri-implantitis who require home dental care isincreasing. Therefore, there is an urgent need
to develop preventive drugs for peri-implantitis by drug repositioning. The aim of this study is to
identify the compounds that can regulate the expression of gene known to express specifically at
peri-implant connective tissue.

Peri-implant connective specific genes related with inflammatory, cell adhesion and wound healing
acceleration were selected, and the compounds which suppress and/or increase target genes were
examined by high-through put drug screening methods. We identified drug A which reduced the
expression of Npas2 known to accelerate soft tissue wound healing by suppressing its expression.



Npas2

OoMT
PIST

200

1P

1P

IP

HTS

PT
PIST

Npas2

CXCL2
Itga2

LOPAC1280



cels ,,  CEACAMI cf

PIST Ccl3 CEACAM1, Cfi, =|[. & ==
Cxcl3, Csf3,Ifitml, IL-1b, Sectmlb, Serpingl e i '

|

(Fold]

_ _ PIST OMT PT ST OMT PT PIST OMT  PT
IL-6, TNF-a, e oz . am
IL-10 , TGF-b e e R
3 =
5w s
PIST $e i g1 P ‘
OMT PT 1:51 FIST OMT FT BT auT # FIST OMT BT
% % o1 i Seetmib Serpingl
2 = .
&

1 S . [
PIST ngi B Li = =

PIST OMT PT PIST OMT BT BIST OMT BT
=& p<0.01 *: p<0.05

o

cold

pouar

Relalive g exqressicn (Tokl)

OMT  ** p<0DI % p

HEROPISTRRNAEE v —h—0EETER (B2)

Cont PL (um)

Day 3 Day7 Day14

PICT

1200 ™ ok

. 900 | Xk X,

o | L
PL Cont é@ m i
N f s0 || i e
PICT ﬁ$§_ 4 % 1; ! o
: :I [ 4 Cont =PL
i Kk
FSATIBIIL DA TT FEAREESERIEORN (23)
B Cont u PL
Itga2 R Jtgas s Itgh1

Itga2 Intga5 Intgbl ’

Vinculin Vcl Day3 Cont ¢g°* l ) : E
2 1o 2 1 L
£ om B D |
Itgaz I ntgaS I ntgbl Day3 Day?7 Dayi4 Day3 Day7 Day14 Day3 Day7 Day14
Fn1 Ptk2 vel

B
-

Relative gene expression (Fold)

Day3 Day14

.

Day3 Day? Dayid Day3 Day7 Daytd Days Day7 Dayié

A ¥ 75 FEBERTHENEREL L cRBESAT (04)

Itga2 Intga5 Intgbl
PICT

Day7 Day14 Day28

bay ,7,14,28 Npas?2

Day3

Day28

Naps2 AR 2 BET (Npas?) O - mEosit (E5)



16

Npas?2

Cont

Npas2

Npas?2

Cxcl2

50
Itga2
60
800000 el Zzay
EHES 98 Cont
BliEARIcEET 2 BET (Npas2) ORFETZERLAEH (M6)
Poly
Npas2
15
1
0.5 I
0 |
Cont Drug A Cont Drug A
Poly Ti

BE L 7-3H0(C & 2 Npas2&IRIs| o E (K7)



3 3 0 0
Kobayashi T, Sasaki H, Asami Y, Mori G, Yoshinari M, Yajima Y 108
The characteristic regulation of gene expression Lbp and Sod3 in peri- implant connective 2020
tissue of rats
Journal of Biomedical Materials Research Part A 592-600
DOl
10.1002/jbm.a.36839
Asami Y, Sasaki H, Harada A, Hanazawa K, Kobayashi T, Mori G, Yajima Y. 110
Rat peri-implant soft tissue specifically expressed CXCL2 on titanium implant during wound 2022
healing
Journal of Biomedical Materials Research Part A 899-908
DOl
10.1002/jbm.a.37337
tl tl I I I I I I I 32
2019
181-188

DOl

CXCL2

50

2020




308

2019

Asami Y, Sasaki H, Mori G, Kobayashi T, Yajima Y

Altered expression of specific inflammatory marker in peri-implant soft tissue

The 97th General Session & Exhibition of the IADR

2019

Sasaki H, Kobayashi T, Nakano R, Nakajima K, Yajima Y

Relationship with Carbohydrate Metabolism and Bone Turnover in Implant Patients

The 97th General Session & Exhibition of the IADR

2019

10

2019




51

2021

312

2021

(Hirano Tomoki)

(10755044) (32650)
(Mori Gentaro)
(30733745) (32650)
(Kokubu Eitoyo)
(70453785) (32650)




(Asami Yosuke)

(Harada Atsuro)




