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[ ABSTRACT)] Aim To investigate the role of cardiotrophirr 1 (CT-1) in the rat model of pressure overload-induced cardiac

hypertrophy and the effect of AG490 on the cardiac hypertrophy and CT-1.
tablished by constriction of abdominal aorta.

Methods The model of pressure overload was es-
The mRNA levels of CT-1
The

Results Fourteen days after constric-

The left ventricular mass index (LVMI) was observed.
and B-myosin heavy chain (B-MHC) were examined by reverse transcription polymerase chain reaction ( RT-PCR) method.
circulating and ventricular angiotensin (©)( Ang was measured by radiommunoassay.
tion of abdominal aorta, the LVMI of the hypertrophic group was significantly increased than that of the control group ( P< 0.01)
and it was significantly decreased in AG490 group than in the hypertrophic group, but more than in the control group ( P< 0.01) .

The circulating and ventricular Ang @ of the hypertrophic group was increased compared with the control group, and there was
a significant difference between the two groups ( P< 0.01) ; the Ang (Elevel of AG490 group was less than that of the hypertrophic
group, but still more than the control group (P< 0.01). The expression of CI-1 mRNA was similar in the hypertrophic group
and the AG490 group ( P> 0.05), and both groups were more than the control group ( P< 0.01). The expression of B-MHC
mRNA in the hypertrophic group was significantly increased than that in the control group ( P< 0. 01) and decreased in the AG490
Conclur
sions The expression of CI-1 may play an important role in cardiac hypertrophy, AG490 may inhibit the expression of CT-1 and

group compared with the hypertrophic group (P< 0.01), but it was still more than the control group ( P< 0.01).

the development of cardiac hypertrophy.
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BRI 3R, 12 H R 0 WUIE KA 5% 228 BT #) 2 AiA
L AIE R O LE FR & 1( cardiotrophirr 1,
CI-1) BT A4 A& 6 (interleukin6, IL-6) Y,
RSB R B A2 O LI K PR 7, 3 i 1 o IR 52 4
% BR &% [ ¥4 (janus kinase or just another kinase,
JAK) /15 5 % 5 A% S 0% Rl (signal transducer and

activators of transcription, STAT) {5 5 # S & %1% 0
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AR AE R . AG490 & —Fh N\ & Bl () 2 . F 2 7
ZIERIRERAT A, & BT R B — S R R
O, 8 0 JAK2 F/ 8¢ JAK3 F % IR AL g 14,
| JAK/STAT @8 . NERVT CT-1 5 788 6 faf &
TAFE NTE R BE R DL S AG490 Xt CT-1 % S K41 i
R B2 Me, AR S5 WL 8% 1 1E 3 30 ik 4 72 B BUK B
JE A g M O WUIE KIS FE R CT-1 3R, AT O
JULZ0 i IR B L AT T8 4R

1 MR5REE

L1 #RFnF

Trizol ( Invitrogin A &), AG490 ( Biomol /2 ]),
1 & ¥ 7K & @ angiotensin &) Ang ©) & 4t #.7% A
& (LT EMEAF AT, PCR 3141 ( AL A &£
Y1 T2 % IR /N &), TakaRa TaqTM /RT-PCR 1% 7| &
(REZEMIBRAERNE) .
1.2 SEI AR NIRRT

B B E M Wister A R, K E 170~ 200 g,
2% X B W Z40(2 ml/ke) BERE RREE, RIEF 1 0, £
e A EBRESRLCAR LT 4B —NEHE
EFHMk, FR—F 4%, KEF0.45mm 4L FATT
6 B Bk — 34 4L, b Ak, 3 R E F 5 IR E,
DRAAEE. Zho 48, FHAARIZA. R
MAEAKE:ATEEHREEAR. @AGA90 THA: 4T
BESNREE R, AJEE RS T AGA90( 2 mg/ke) &
JEiE g, BEFAA: R AELEEA S EAE
EHECHRAL. TAEAMHERE 14 AR,
ol 2 0 F B E 38 2 (left ventricular mass index, LV-
MI), i #. 0 AL Ang @ B-AL3K & & & 8 (B myosin
heavy chain, MHC) 7 CT-1 mRNA .
1.3 ELEZESRENE

TR R B A i DA A B A BE 3 K R 0% I R, IR
BRTEHECERAENE, FRELE(EEH
&) 22, LVMI(mg/100 g hE)= ZANEEE/KE,
1.4 mMEFOANMERHKE GUE

& 2 Bk B i 1 mL 470 % & (0. 3 mol/L. EDTA
10 L, 0. 34 mol/L & # # & o 5 BL £ 10 ML, 0. 32
mol/L ZHFAEE S5 W) # 4, B, 4 8 K ERIE
R BANE R AEQHAEL 200 mg, i\ 1 mL &
B AHBE N0 CKBEHREFRRIE, BOR L
FEREBRT. WERAAETHHEE,
1.5 FHRRREMERMEMNOAIERE 1.BA
KEAEH mRNA RI&

il Trizol 32 BLG AL R F & RNA, Fl & 44 %

HE TR RNA 4 B fo & &, #% P/ TakaRa RT-PCR
RAE VA B #ATEME. £ Bactin YK 5, §
=41 DNA 2K 764 bp , E# 5|41 5 -TTG TAA
CCA ACT GGG ACG ATA TGG-3’, T3l 44 5 -
GAT CIT GAT CIT CAT GGT GCT AGG-3"; CI-1 ¥4
=41 DNA 4 K 482 bp , L35l #1 % 5°-TCT ATG
GCT AGT GAG TGA GC-3’, T #5414 5 - AGC GAG
CAA GCA AAG CAA GA-3’; BMHC ¥ # 747 DNA 4
K 59 bp , L5 4 A 5-ACC AAG CAG CCA CGC
CAGTA-3, T 5| % % 5 -TGC TTT GCC TIT GCC
CIT GI-3 ., 3 # F 414:42 Ci#f 4 5 30 min, 99 C
A M 5 min, 5 CiE K 5 mine PCR R & #:94 C
M 5min /5,94 C30s 59 C30s 72 ‘C45s, &
#AT 30 NMEFR, 72 CHA# 5min. PCR A& 1. 2%
HIEAER R B, 2R ER T BEE RS W
% 2 Pl CT-1/Bactin f1 BMHC/Bactin %5 & B & 7.
1.6 HitZF4E

W HIE L v £5 £F, KA SPSSI0.0 4 it
AT ZANF g B R,

2 &R

2.1 ELEESRBUNE

MG E SR E ARG 14 RO NUE K LVMI( 340
Ho4) HE = FHFARL (249 £15, P< 0.01).
AGA490 T-FiZ LVMI( 311 £16) B BAL T 0 UL K4
(P< 0.01), (E43m TRFARH(P< 0.01) .
2.2 MERFMOAMERHKR CUE

ARG 14 RO UL K 2 1 % A0 UL Ang =,
EBRFARAUERERITFEE XL (P< 0.01),
AG490 T T4 Ang QKPR T O WUIE RA (P <
0.05) , B mE FRFARLA(P< 0.01) . WK 1,

1. AG490 Xf I 3¢ AN I B K3k & CRRIARI SN

H o5 1% Ang G(ng/L) LIl Ang &Y ng/L)
fRFARH 124 £15 2712
O RH 395 +28° 92 +g*
AG490 T T4 374 £25% 86 6%

a§ P< 0.01, 5T ARLLME; b N P< 0.05, 50N KA.

23 DAL LAESRRZR I MBNKERER
mRNA 3Ri&

118 E Bk 4 & AR5 O WUIE K2 CT-1 mRNA %
BB T ARABIN(P< 0.01); AG490 T T4 CT-1
mRNA Rix 5 OB KA 2 7 L4 it % & (P
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> 0.05), HE THFARA (P<0.01) . OHUEKL
DL BMHC mRNA RZEHE 5 TRFARA(P<
0.01) ; AG490 T-Tii4 BMHC mRNA ik O ALIE K
M B (P< 0.01), B & THRFRH(P<
0.01, & 21 1),

2. AGAO XMILALAMLALEFRZ 1 MBARKEREHE
mRNA FRi% #5205

4 H CT-1/B actin B-MHC/8 actin
BFEARH 0.208 £0. 016 0. 388 0. 021
Lo JULAE K AL 0. 386 0. 019* 0. 758 £0. 037°
AG490 T-TiZH 0. 375 £0. 018* 0.539 £0. 027

a N P< 0.0, SEFARAME; b A P< 0.01, 5OHUE KA.

1. DAVESFZE 1 # B AR ERE $E mRNA FRIEH KA
LERODIEFRER, ARNBUEREAER . M N Maker, 1 ARFAR
M, 2 ROV KA, 34 AG490 T-Ti4l.

3 Wi

& 73 87 g 380 2 i PR Oy WL AR B AR 1 =
(R, AT 520 L 40 B AE KT8] J5T 4 Bl 48 2F 55 9 B 0
A7 15 B0 LR K PR R A AL A1) 6 22 b I 52 8 36
STRAHEER L. sEMRiER, CT-1 BAREL
SO R AERAER, KRR AES CT-1 J5 0
Uk B A O 2 B A 34 2 ) R 1, (R AR EE AR
¥, B CT-1 £ ONEE K K E ik HEZE
', Aspib ek BRI, B8 5 3h ks A 51 E 7
fr NS CT-1 RIX B Z BN, W CT-1 25 7 &
J3 A A 3 0 BT B LR K

LR AR R R O I 4 3508 20O i A — b
FREEPELH], (B R A O WUAE K 2 5 200 A 3E N &
FREEBY B, KT % A A AT 5 0 LIE R AN 3K, oL
WU ZE /1R %, S8 3R . ERRES T LB
EEEFELL e MHC 9, £ AW IIRE. 240U
J R A2 RE R B, O L4 Mo e 4 B 3 4% 738 D DL B-MHC
N, B DUEEE, kg hRe " . ASE il it 45
A WG FE B KTE B 7788 57 A O WUIR JE AR AL, R 5 B
MHC FiE8n, H LVMI #40, = iR AL ge g 5
AR R, B s IR & DA A2 O 2 B JE R, 5 3CER
EH—5 .

MEEKER QA Ang ©) & —MAEH EZMFCOIH
MIRER R ¥, £E 77 4 fmr T i inf Rk 3 . B 9T K
Bl Ang COf1 CT-1 #4383 JAK/STAT {55 i 22 4 40
AR K™ AG490 2 —Fb A T4 B (1 2 7 F 3 7 —
IR RATA D), DR 45 40 SR AL S0 IR 1T 5 52 AR T
T e 5 A 0 B, A TTT BELIT JAK2 A1 JAK3'™ | 2
JAK/STAT 3 2% (14 5 BHL W 7/ . BF 70 R B CT-1 @ i
P 1) STAT3 BT 386 hiCo VLI 5 55 5K 2 5 mRNA 1R
ik o Fukuzawa 25" 45 251001 i, CTI-1 1§ STAT3
i R R Tl B A0 R 25 4 31 1 A X5k R R R RS 3l F St
X AT 4% JAK #0477 AG490 FI FH.Wr. [ th, AG490
EFRE _ERERE NS CT-1 [ 0o LR R AE F A FE 51
LI Ang R, ASEIG 25 FABAE ] 71X — £, N
AG490 B 2 BEAIK LVMI F1 BMHC ik, [7 B 95 20 it
KALHL Ang @R IE. 178 CT-1 25 K 77 H 5 o
Frst i D AUIEE, CT-1 58 %KEREFEUM
Ko XULHLOILAN AR KT BN E S, £
Fraifu R T2 5 4, e B BCR A B4, 2
— AR A T T X 45

H A, X T AG490 [ BfF 9% 3= 22 8 h AE B 77
;760 L8 R 48 AG490 = B A T 0 UL B 1L F) Bl
A, T 0 WL M A K B S i R B AR A . Az
55 K I AG490 RE D4 [ 77 88 57 1y B 2500 LR R,
RIAENGIRIGTT 5 77588 5 101 2 UIAE ¢ 1 < i 1 41
SE KR -
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