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AL, R ORCFRRKRELE, TFE (3 =R R A BR e LA AR, 4 500 ML A8 F 5 T, TR

 OE: H AV SNSRI 5K AL LA (dilated cardiomyopathy, DCM ) 48 P£.0 J7 %38 ( CHF ) 83 1L
AL S LA ik sgm . ik §7.09% CHF BE 30 143 4034 (n = 15) ARG R (n =15) , 30 filfg
FREARAS & A IEH X IR 4H 05 %o B 4 M 3697 4R YT I G LY TNF-o IL-6 \TGF-B1 KU JULET 4k AL F8 b « 1 37 T 259 i Jie S
(PCID) JZFEEHEH (LN) GEMEER (HA) IR E . RAE 628 8 A0S RIT TG 2.0 ZE 5 20 (LVEF) . 858

BRSO 975 1) 1007 28 P 200 B R 7K 7 B WLET AL FE A7 .38 = FIE & X HRZH (P < 0.01) , HLR 4 Al 7 TGF-

Bl BEMRTIEHW XFHRLL (P <0.01), I &AM T TNF-o IL-6 B0 JULET 2 AL 48 bR K B O /= i AL B T Th i (P <
0.05) , TGF-B1 7KV 0> 78 /™ B 2 & 1 B A% (P < 0.05) , TNF-ou IL-6 7K - Kz 0 ILEF 4k 36 45 5 LVEF 2 A6 (r =
-0.44, P<0.05, r=-0.38, P<0.05, r= -0.51, P<0.05) , TGF-B1 5 LVEF 2 iEAHX(r= 0.79,P <0.01) , #iybiH
2H BRI S BATT 3 NS, TNF-o IL-6 3 FRE(P <0.01) , TGF-B1 BETHE (P <0.01) , UL 44k I8 Fr T
F(P<0.01) #vbia ) LR EH N B3 (P <0.05), DI AE s &% Han % PCII LN HA TREERE (P <
0.05) . &5 DCM 0% HUH LI 4 40 0 R T 2K S Bt ILET Ak 6 5 B 28 T, DL A AN IR 7 S0 38 A1, ELAY 550 3 ™
R K LVEF #H36. AR70EH B 55 Wt 1 14 5L A8 0K 0L 375 4 1 A0 M R 7 /K 7 L T v B 4 4 L PR 7 /K L il 0 LT 4 £k
KA LVEF W1, LASIVR 30 0 V8 FHBE 2L 2, B 32 14T

KR PR BLO UG 5 03 B VD I B A A PR - 5 O LT 44k s .0 D
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Effects of valsartan and perindopril on serum cytokine levels and myocardial fibrosis

in patients with chronic heart failure resulting from dilated cardiomyopathy

LIU Chao, SONG Yao-ming, HUANG Lan, LI Ai-min, GENG Zhao-hua, YU Xue-jun ( Department of Cardiovascular Disea-
ses, Xinqiao Hospital , Third Military Medical University, Chongqing 400037, China)

Abstract: Objective To investigate the effects of valsartan and perindopril on serum cytokine levels and
myocardial fibrosis in patients with chronic heart failure of dilated cardiomyopathy( DCM). Methods Serum
concentrations of TNF-a, I1-6, TGF-B1 and serum procollagen Il peptide (PCII ), laminin(LN) , hyaluronic
acid( HA) in normal controls (n =30) and patients with CHF resulting from DCM (n =30), who were ran-
domized into valsartan group (n =15) and perindopril group (n =15), were measured before and 3 months af-
ter treatment respectively. Left ventricular ejective fractions (LVEF) were also estimated in those subjects.
Results There was a significant increase in serum levels of TNF-o, 1L-6 and PCIll , LN, HA in patients with
CHF compared with normal controls( P <0. 01) while the serum levels of TGF-B1 decreased (P <0.01). The
serum levels of TNF-a, IL-6 and PCII, LN, HA were negative related to LVEF but TGF-B1 was positive relat-
ed to LVEF. There was a significant decrease in serum levels of TNF-o, 1L-6 and PCII[ , LN, HA and increase
in TGF-B1 and LVEF in both valsartan group and perindopril group, but the changes in the valsartan group was
more visible. The increasing of cardiac function and the decreasing of myocardial fibrosis have some relation-
ship. Conclusion There is a disequilibrium in the levels of serum concentrations including TNF-o, IL-6 and
TGF-B1 and a significant increase in serum levels of PCIl, LN, HA in patients with CHF of DCM, and the se-
rum levels of cytokine and myocardial fibrosis are related to LVEF. Valsartan or perindopril adjusts the balance of
the serum levels of cytokine and ameliorated myocardial fibrosis and LVEF but the effect of valsartan is more visible.

Key words: dilated cardiomyopathy; chronic heart failure; valsartan; perindopril; cytokine; myocardial

fibrosis; left ventricular ejective fractions
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BLO USROS W 1 G R . 2 SR -4
PR R GE 0 50 WUE 28 5 R O ILES AT D BE Y
MU EBOO ) A R R EEALE . B O
S I IR G2 B o WD N (IR S
HIFI(ACE T) (i Bk R 11 B2 R (ATIR) #5471
FE N IE YT 18 4 0 71 = 9B ( chronic heart failure,
CHF) Ry s SE25 ) 372 B T R o AW 58 e 640
VDR A W A UL H X 4 5K ALC L ( dilated car-
diomyopathy, DCM ).(» JJ 52 ¥y 18 75 20 Jifd PR 5 7K P LG
WLEF4EAL s, B S anT o

1 AMSHE

1.1 #HRAT%

1EF X IR 30 4k A 3R B 1E F AR CRE, B3 M 20 fi], %
Pk 10 ], AE9% 28 ~ 65 (47.4 +14.7) %, 30 fi DCM > B F
Yo 2006 45 5 F % 2007 4E 7 A FIRBEEREEE . H B
18 4], 4z 12 5], 4F#4 21 ~65 (42.5 £16.8) %, #e ABLh [H 43
2 AV 1S ], B R 15 B, AN EERRE: TS
WHO/ISFC 2T DCM 2 WitsifE : LIS O B BLL Y K b
WEMSCAR DI RESZ 0 32 B4 AR AN TRV R B 0 2 IR o0 T
REST AR IR NYHA D IBe b 11 ~ V9, HEBRBRUE
@3 A~ H A0 UG ; QAR BLG 808 ; QT MR ;
@RRGeEpn; &3 A H Wb BT R @M ; O
FRIG ; @IRERAT | > H N353 ACE | 8¢ ARB 477, M4LTE
TSR T D RE BB R B L T B 2 5 (P >0.05)
1.2 F%
1.2.1 %25k HUEHASHATHDBE(FGRL: 10
3, JEIRIERRHIZ AT ) 80 mg FUIR, & H 1 IR ; 55 W
A H 25T R (75 4 < R 35, 125 G A WD )
4 mg DR, B H 1K, 697 3 Ao PAUR G257 FIRA
THERIRZS SR B 2R A & H PO =2 (K g 2
PRBH R 246 TR AR T ) o
1.2.2 iy IER R K ARE DCM DB (4551 T
BRI ZY)E 3 A ) W R EHREN 20 min Ji5 2R R K (0L
4 ml, R T B MK o M, Y% T - 70 C kA R FEZE R
HEW 5 o 1LV TNF-o, IL-6 , TCF-B1 I 52 SR H XL & Je 0
ELISA 35 TNF-o IL-6 71 &5t R 2 AW TR A R A
$efit, TGF-B1 Wl & A e A o) TR A F $e 4k, My I

RUR R (PCIL) (35 B B RR (HA) (22634 2 [ (LN) 95 Sk
JBCH ek, 3R & p T R A 5 T R v [ i REAIF 5T T
AL, FA B NS THERE . LVEF B9 5E R R (5 203 )
HBRE AR R R 2.0 ~2.5 MHz (3R, i & A0 & I 4k
B0 i B B0 1) A 0
1.3 57 %F0

U TV REECE PEM B o < I ACRE R B B 2038 O T Re R & 1T
R W I R IR R , O D BB T 9 20 e e TR B
OIIREIC G SO R TERK
1.4 %itsam

BAELL x + s FoR, R SPSS 13.0 et Fdk 47 4 1) & 41
P ECER © K, FE OGO 2R R FH LR AR DA #T

2 HR

2.1 EFATRRLL S IT R R S AL o Bk ) dn i K
M fm e ) KT ROl ILEF AR A8 A bl dx
YT AL BT 12 4 IHF (TNF-o, IL-6 ) 7KW 8 5 T 1F
FXTRRZL (P <0.01) , $L 4 HF (TGF-B1 ) /KB B AL F 1E 7 %t
W41 (P <0.01);PCIT LN HA /KF-JR 4 3 5 F 1E % 0 1R 21
(P<0.01),328 DCM .[>3 H 35 41 it P57 1] SF- iy B JLE D )
RN, AR FHURRR S ML FF . AL 0D RE I LIRS
R T RE A3 9 151 LA 375 98 1 40 B PR 7 7K - B0 L EF 4 Ak 48
bR & BT RE S 2 v, 40 DR 7~ [ f S il 3R e 7 o, 0 L
Y btEbrbiE (P <0.05,% 1),
2.2 wmig KoM AT KF RS L B4R LVEF
H8 AT R
AN INE D T TNF-o | IL-6 7K Ko LR 44k 18 45 PCTI
LN HA 5 LVEF /A% ( r=-0.56, P<0.01;r =-0.46, P <
0.01;,=-0.44, P<0.05;r=-0.38, P<0.05;r=-0.51, P<
0.05) , 4N #HE 4 HF TGF-B1 5 LVEF 2 iEA X (r=0.79, P<
0.01),
2.3 4ibimin 3R -EAMET 3AAJE, i e
BT S LA AL 38 AR T AL
SEROLER 2,0 ARGV A (ORI R B 3 L A2
i
2.4 HUIVIELE FER-EA ML TGS AL E AL
5O KT 09 £ B 5T
ZEIRAR e ARRE R B B G O T RE A R B 35 4 =, AL
LA A FR R KT TR R, L3R 3,

®1 EEXNRAROCRABTAMEABETF OMNTELBRERMER (ng/L,xxs)

215 n TNF-« IL-6 TGF-B1 PCII LN HA
IEH4U 30 69.23 £12.31 66.24 £11.56 355.32 +69.77 79.57 £21.61 101.32 +16.52 91.22 +26.66
DEEY 30 121.37 +11.25° 112.86 +15.59% 211.11 £72.80° 302.69 +24.77* 287.64 +24.21* 278.35 +£21.97*

I/NYHA 12 109.45 +12.392 97.89 £16.77° 209.47 +57.96° 278.93 +15. 832 245.70 +17. 592 231.85 +17.96°
M/NYHA 10 132.58 +13. 694 122.03 +14.29: 186.05 +49. 584 310.02 +16. 462 286.62 +26.49% 282.34 +31.09%
IV/NYHA 8 143.33 +£17.96%" 149.48 +16. 082> 153. 66 +76. 392 335.60 +32. 892 298.59 +21. 964 322.47 28,594

a: P<0.01, 5 EF3BALE; b P<0.05, 53 —2.S g fe 5B IbiR



512 H X, A ARV R R X0 U ) 5 v AR A0 i PR DO LET 4k Ak B i) 1191
R2 HVIBASEREFERTRIEMERNIEFRAR LVEF Lb& (n =15, x +5)
25 51 TNF-a(ng/L) IL-6(ng/L) TGF-B1 (ng/L) PCII (ng/L) LN(ng/L) HA (ng/L) LVEF(% )
Aybingg
VRITHET 127.91 +14.73 122.31 +£16.79 214.31 £77.69 311.69 £26.77 296.84 +26. 11 269.75 +27. 64 35.26 £6.77
RIT IR 80.91 +11.47% 87.17 +14.59%> 274,51 +67.972>  199.62 £22.59%>  211.37 +27.97# 196.73 £32.502 47.59 £5.922
FE W 2
YRIT R 119.17 +£15.37 111.73 £19.05 207.41 +75.83 295.78 +33.87 279.37 +31.77 281.13 £22.17 38.67 £4.43
IRIT A 89.96 +21.11° 95.41 +21.26° 243.66 £62.31° 232.66 +27.97° 216.41 £22.999 232.33 +27. 687 42.51 +3.692
a; P<0.05, SR ATE; b: P<0.05, 53z ER kg
%3 [ PCII.LN HA Z34i8r iR RET U EIGRTBHIERILR (ng/L, X +5)
= PCIN LN HA
I PRI 724 n — - — - — -
TR HI RIT IR JRYTHI BT A IR IBIT A
%34 9 321.02 £16.51 181.99 +17. 622 297.86 +31.49 173.77 +21. 414 283.35 +24. 67 189.48 +17.83%>
HEL 18 310.59 +15.71 221.57 +21. 682 277.83 +27.66 205.59 £33.01° 269.88 +32.83 207. 11 +28.63°
TR 3 315.77 +£22.96 257.11 £32.78%¢ 280.77 +31.39 240.31 =35. 694 287.15 +21.93 233,10 +27. 88%¢
a: P<0.01,5555 T4, b: P<0.05, c¢: P<0.01, 55 K57 2H 2b4k
N N ‘ Vi
3 it RE I o1 JBE il 3 b5 . AN ] ACE T )£ il 41 24 A2 21
JTE

P22 02540 L TR R G 1 o R RO B HL - )
SRR 0005 BB 3 0 0 25 F A, HL o 52 e LG
4547, Bl UIR K, 75 S0 LR T 247 4E A 51 AR
PO R A R R, S50 TR
25 4N i X F ( TNF-o  IL-6 ) FITT 48 4 20 Jifd (X -+
(TGF-B1) ™1 oL e Ji [0 26 % 2 4.0 JFE 445 ¥ N )
MR T EEAVER O ILEF Ak O LR BT
JE SRR R SR RO (L AR ) B AR E 2 — . T
¥R WM F 48 b5 I LA 5 (PC ) | )2 2% 3 A
(LN) B HA R (HA) BERCITAY S ey 000 0 5 JR 3
O 4,

ARG TR AL U O 5 R S AEAE I
Ml S R TR 8 N e R N Ol - 2 o e
U O WLEF QAL KT IR 4 5 38 v 1 1 R IR AL, 3R
IO LR SR R 28 TR B IR . EL AR PRI R 1 S 4T 46 4
Jif PRSP A A R RO ULET 4 A B T BE B4 Ak T
., DCM U855 ] 1ML 5% RS 36 A5 5 LVEF (4 41 56 Pk
AT E AR AR R PE R T TNF-o | IL-6 7K K20 UL
F4efkd5%5 PCITLN HA 5 LVEF 25415 (r = -0.56,
P<0.01;r=-0.46, P<0.01;r= -0.44, P <0.05;
r=-0.38, P<0.05; r= -0.51, P<0.05), st
ST TGF-B1 5 LVEF 2 EM X (r= 0.79, P <
0.01) . it B4 IR 7 2k s B0 LET 2k i A B 50
O R 22 1. ) 6 28 VIR 6 , ] ()22 S O B P R E

RAAS RG0S 7E O R KA Kk e R FE E
HEEEM, M SRR D70 ME 42 15% ~
30% B ACE 4k 1Mk, 1M 70% ~ 85% i JEE M- f AL 1
Ko PRTEIR Y RAS B ACE B4kl 3, 48 iy
RAS W DL BE MM AL 0 32, ACE T HBEH I 2 Ui % , R~

21 Ang I1 v BE 0 00+, R Ang T “ REIR NS,
MAEEKERE N1 FBZAK (AT ) F55075] (ARB) FHWT T
MAEERE T 5ZMRGE A, i I E Sok R 1T
A=) 30O0  AEAS 30 ) AR, ML - 15 ARB 1704
RAS Z4i k. ACE 1 B HA R MR 2, A sy
BB R RO I RE R O s E
ARSI T ARB 2R 25457030 [ ACE 1 224
YR R DCM 513 (1.0 8 H o A IR 1 7K SF Bt
WAL R o 25 TP os 45 T B 2550 90+ BURIT
DCM IR 3 A A, B33 A 2 P 4 i R 17K -1
B A, BT R AN R -k - 2 TR Al R ) A
S-S E) T B R A T AR RS s 5
Ah, B PCIT LN (HA /KSF-34 0 5 F B4R O JILER
HeAL R I 4%  LVEF $25, DI REAS 2ok, (B4
YPIRAL Y 1R FAOE T 55 e R 2, 5 H e W% ] 30
H R AR AR e, S RS R /0 TR S2 Mgl ek
FRABL A S YO0 L5 I PR S 35 22— (1) JIKEIHEART SC 55
TE S A5V 0 3 S FERE A0A T7 L AR T 0 1 B8R 0 )
TN 46% . Val-HeFT SZU6 45 W R .0 J1 5208 R
MRS VD I & R E T 43 (EF) A AR = A7 gk
KB F(LVDA) . SAGKIG L5 R —5 {H)E ARB 2
2595 ACE T K25 3B & T 0RO 24 W
TCIARARE S, 1 T 5 RS A I PR 6 1 52
IR U T O WLEF e AR FR R B 50
INREUFRETRE I E 2R, R IO I RE RS TR s , O L
LFUEALFEAR TR, A9 R I . TNF-o 13 5
PTG 25 I 4 TR P T ) 32 o 4 2 1 BT R A
FikS 5 U0 M S0 L TR R A O LR AL
LY RAS 224076 S Sy AR 1R B 3005 , I Xk 3%
1123 TGF-B1 () 33k , o5 17 5 | 362 240 i &0 56 T 1)
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