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Development of vaccine therapy for pulmonary arterial hypertension

Ogihara, Yoshito

2,600,000

(PAH) 1 (ET)-1
(IL)-17A
ET-1 (PH) IL-17A
sugen/hypoxia/normoxia PH contorol

Endothelin-1 (ET-1) and interleukin (IL)-17A are one of the key mediators of
pulmonary arterial hypertension. We developed the peptide vaccine targeting ET-1 or IL-17A. In
rats, immunization with ET-1 or IL-17A vaccine successfully induced the production of anti-ET-1
antibody or anti-IL-17A antibody, respectively. We evaluated the vaccine efficacy in rat models of
pulmonary hypertension. However, there was no significant differences in the pulmonary arterial
pressure, the right ventricular thickness, and the degree of pulmonary vascular remodeling between

the immunized rats (ET-1 or IL17-A) and the non-immunized rats.

- IL-17A



(PAH)

1)

()

(3)PAH

DPP-4
DNA

(Koriyama,Nakagami,Morishita et

al.Hypertension 2015 ) PAH

PAH

(ET)-1 IL17A

PAH
PAH
(1) ET-1
whole ET-1 ET-1
KLH
SD 9 ET-1
0
2 4 3
ET-1
6
2 (
10% O2) PH
(Fulton
index) (
15~50pm  50~100pum)
(
) ( 6 )

JUFY 53E 28k E

2 [
L 2w I 2w I 2w W
78zl HUKAE(R) b7 i i

Ml [ L7 (B EIREHE) |
OHER

AR5 5T il

9B H

(2) TL-17A
IL17-A -KLH
SD 9
0 2 3 3

ET-1

sugen/hypoxia/normoxia



PH SD
6 Sub416 3
IL17A
3 5
3 9
TAPSE
/ (PAAT/ET)
(Fulton index)
(
) ( 8
)
Su5416 JIFY DIFY DHFY
| e [ | :
o OO =0
ol 3w lw‘ilw 1w, 1w 2w f
e DHTOW)

(4w) DLIa—

DR AR ST il

(1) ET-1
Whole ET-1  KLH
ET-1
PH
ET-1
2
( E1 E2) ET-1
( 1 PH
(2 ( 3
( 9
ET-1
ET-1
ET-1

1
°\§ 100000  pum £1
8 10000 &2
.§ 1000
<<
9 100
w
¥ 10 ,
is
|_"-_' 1
2 BERE  Ow 2w 4w 6w 8w
X2
p=0.302
80 T o0369 .
i
B 40
|
8 5o -
0 b
_Co_ntrol
X3 p=0. 939
B3 p= 0389
<« 04
(V]
o)
£ 03 ' : :
<
o
B 02
5
3
0.1
0
Control E2
B4
& EIARSME WEIAR S E
o 15~50 4 m 50~100um
Eq_ 0.4 -
Ad
0.6
i“g 0.2
> 0.4
=01 |
&R 0.2
= 0 | 0
% Con El E2 Con E1
(2) IL-17A
IL-17A SD
(1) sugen/hypoxia/normoxia

PH



2)

4) ( 2
( 5
IL17A
IL17A
=1 <
& 100000
LA . L
e 10000 : : :
5 : . : :
@ 100 & :
12 10
= Hemmpm 38 58 78 98
.[;21—2% aw . . 8w —-m 55 4W ; 8w
E 17 | £
E : - QE ;
s ®oo :
g{u / § ] i /
- g
il e e ———
; . — sugen mmm sugentvaccine
ot s .
& -ty
g = . ) (o =
o \J Pt iﬁ?ﬁ&&-
: P [TV RSP iy 8w .‘:'!‘ Aw 8w
B3  mmHg
160.01 p=0.090
H 1400
;R
g
X' 120.0]
{
q
- 100.0]
...... 3001

PH

sugen+vaccine

sugen

) &4 R
0.751 :
 p=0.069
. 0708 ;
. % | B
2 06571
. g: s B Csue
E 0.60
=
w 0.557
0.501 -
i 045 Nl e R e i s e
sugen . - .511gc.1_1+.\.’accin€
B5 FHmAR 4 E=25~50um B EHAR 4+ F = 25~50um
o] p=0.292 : £ 5951 . p=0.292
%  { I ) 3 50 i I e
. . #,o I '
E ” . ﬁ 40 J : I
.ﬁg.mf b o prd B 04 1) 53 FM i)
[ (] | L !
oq et i 01 -
sugen  vaccine sugen vaccine
FfEAAR= 51~100pm BN AR = 101 ~200um
0,160 | p=0.442 0.25 |
0140 e i g  p=0.469
gD.JZOV y B’ :
£0.100 L E o .
0.080 | l . i E
0,060 | TR RS sugen vaccine
sugen vaccine
0
0
0
o 0
o 0
(1
OGIHARA, Yoshito



70626572

(2
(ITO, Masaaki)

00223181

NAKAGAMI, Hironori

20325369

MORISHITA, Ryuichi

40291439

Dohi, Kaoru

50422837

YAMADA, Norikazu

60303731



