TR (BE2AR0

570 J Cent South Univ (Med Sci) 2014, 39(6) http://www.csumed.org

DOI:10.11817/j.issn.1672-7347.2014.06.005
www.csumed.org/xbwk/fileup/PDF/201406570.pdf

SMERIBEE RS MEIL- 18K ES£KkA MR IRIREG
ERES B K 1%

AE, L, AWK, LEHR', FHH
(PRI LOIERE Be O A NRE, Kb 4100085 2. HIHEEE EBE A IR R, Kb 410013)

FEEIER: ARSI KA A AE (acute coronary syndrome, ACS) R MK A2 -18(IL-18) /K -5 e Ek &Mk
ﬂJﬁZﬁ]Hﬂ(%ﬁi{fﬂﬂ‘(Global Registry of Acute Coronary Events, GRACE) P43 MG 3 2 RO FME,, A HTIL-187K - XFACS
BRI ) A A TN RO HESE 14 (major adverse cardiac events, MACE) TN MME ., F7ik: HEIACSHEFH 15001, R
JHGRACEPF A bRt RT H 5 HEAT XU AR IF - T AG R 40 )2 o R AR B IR HEA T 56 o FRIRYT . LB MACE R A= Y1
0o FHTEIER G2 WA AT U R0 M0 R PP IL-187KF-, IF43#T I JRIL-187KF- 15 GRACE P43 MG R 432 e F o 32
B TAERNZR S BT BELRIL-187KF- S GRACEIF 43 X ACS - £ Be W] & ZEMACER 4k T AR, IFEAS LB E . &R :
ACSH# GRACESE [ 432 H =i fE 4 (> 14043 ) IL-187K - 1 3 = T R fE 21 (109~ 14047 IR fE 41 (< 10847) (P<0.05),, HfE
HHIL-187KF- i TARSELH (P<0.08) 5 HFIL-187K-F- AR E 4% DU 73 2403 QI ~ Q44 . Q4ZH GRACEIT /3 M i fes 11 73 e iy
T QLN (P<0.05) . ZIXH TAEMZ MR UIIL-187K V- 55 GRACEPE /£ IEAH G, HEZKIL-187K-F- & GRACEPF- 73 Xf
ACSHEE B A & ZEMACEM I T TAE AL 3 0.887H10.914, W& LR 20 TS24 L (P>0.05) . 45iL:
IL- 187K~ (A6 I GRACE DT 43 X ACS fl #5 1: Bie 39 7] %% 21 MACE I SN AT B0, TL-18 P RE L ACS F 3 T 1
B B IS bR& )
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ABSTRACT Objective: To determine the correlation between interleukin-18 (IL-18) level and Global Registry
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of Acute Coronary Events (GRACE) risk score as well as risk stratification in patients with acute
coronary syndrome (ACS), and to determine the clinical prognostic value of IL-18 for major
adverse cardiac events (MACE) in ACS patients.

Methods: A total of 150 ACS patients were subjected to risk assessment and stratification with
GRACE risk score. All ACS patients received conventional treatments and MACE was recorded.
Plasma IL-18 was measured by enzyme-linked immunosorbent assay and the relationship between
plasma IL-18 level and GRACE scores in ACS patients was analyzed. Predictive accuracy of IL-18
level and GRACE risk score for MACE were determined by receiver operating characteristic curve
and the corresponding area under the curve.

Results: According to GRACE risk stratification, IL-18 level was significantly elevated in the high
risk group (>140) compared with that in the middle risk group (109—140; P<0. 05), while IL-18
level was significantly elevated in the middle risk group compared with that in the low risk group
(=<108; P<0. 05). According to the IL-18 level, patients were stratified into 4 groups by quartile
(from the lowest to the highest, Q1—Q4). Compared with Q1—Q3 groups, the GRACE risk score
and percentage of high risk patients were the highest in the Q4 group (P<0.0S). Receiver operating
characteristic curve analysis showed that IL-18 level was positively related with GRACE risk score
and that the area under the curve of IL-18 level and GRACE risk score for predicting MACE in
hospital patients were 0.887 and 0.914, respectively.

Conclusion: Both IL-18 level and GRACE risk score are valuable parameters for risk of MACE in
patients with ACS. IL-18 may be an important biomarker in the prognosis of ACS patients.

interleukin-18; Global Registry of Acute Coronary Events; acute coronary syndrome; major

adverse cardiac events
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myocardial infarction, NSTEMI) . STEz#A &AL L
*E%(ST—elevation myocardial infarction, STEMI),
H AR AL 6 K ed AR Bl Ik ok A A Ak 3R B ) A B2
PRI R E N F Rk Je . AR, i /NR B T
b 27 Y08 ik oo B R A 55, o RE B e H:
FIALE"Y, HFeEM, A Z£-18(IL-18)1F
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1.1 EESA

42012453 A 2013481 A 76 g K
= Bi O INBHE BE - 2 56 IR 2 Bk v 52 i 2 i ACS -
150f%, Hor 51086, Lea2fil, Fik35~80% . &%
1820074 3 HL.O WER 2= 25 / 2 ELO E 2% 25 (American
Heart Association, AHA)ACS%I@*&@E@i@%ﬁ@?Yﬁ
UA 501, NSTEMI 50, STEMI Sofi]. ¥ Jfif
ACSHH M GRACEF 4343 A3 : IR . e
M. mfadl. LA FIRES T LAAER: 120
iy, BTN T40%; BEAA OHUESE . O AL
R O L O NEBRE R 5 A AR I B O R
WRFSEE O B sh % REEEAARNG; 2. 18
SREMERNG s B e M gl A0 11 ek ) 4 2 0 4
Ay R EEAE ARSI BRI
ReTLHE . MO . MR . P AR TR
15 R 2 A I ARAS B K2R S

1.2 ik
1.2.1 o i@ AR A b R4 Fo 4 2

ABEIR 552 K5 R ALZ AR ML, RIMATIO h
A MR, FRELS mL Ak JE K 0 CE FEENTA-
ANaBLEEE ™, A3 000 r/min# £5.0015 minf5 il
Wi AT —20 CARIRUKAG & H] . Pr Ay /B2
IL - 18R FH R4 I 0 Tl 3K 97 92 12 B (enzyme linked
immunosorbent assay, ELISA)¥A il 2 (ELIS AR i
& T DU B A Y 2 B ) o ()20 i i D0 45 79
WG, AR, M UUEE . SIE R =
11 N 11z = s e S AN =y N g )

% 1 GRACE BRITH R4
Table 1 GRACE risk scores

M, HECR N E A, Frarss g —gmH
AR E . B, R MR bR A
AR A BE R 52 B

1.2.2 R IL-18K Bl &

HIL-18 ELIS ARG I 751 & I 5 1L -18 7K,
PRAE L RO G Ui B BT . iR F . FEdT
NIL-18H 8% 1996 FL Mg pm S FLAR 45 L 23
A SO uLFEAHG BV BRI S0 uL bR i . FEAR
X B, 15 minfi AEFLINA SO pLAG M BTIA, B
FIRMFE3 he Veik6U, HALIMAL00 pLBRAR L 4
LA IC R R MR, B E IR F 45 min,
BFLIMA100 yLE AIEYTMB, BZEIRECHT
10~30 min, FfLANTA100 pLZ& kW, B EEFRIL
450 nm PR AR E OGS, ZfilbniEih 2.

1.2.3 BIRFDIREH LR

AR EAEABES dN 58 etk 3l Ik i 52 K
A, RS Ik E 5 R i R R 2R R R B O I A
B A 21 Lol B TR AE 58 B, e fR 30 Ik ot 3 43
B>k 0 WU L %5 42 (thrombolysis in myocardial
infarction, TIMI)[ﬂl(ﬁﬁJ\gﬁﬂzfﬁo TR B ik 1 5
7 2D LS AR Bl kO A8 R = 509% A it 0 12 W
FrifE
1.2.4 W47 %

FHGRACEVFS3 71 (1) % A BERIACS (34 1F
7 KBS IPAS . HAT 20 i GRACEVE 20 2 8 1 .
Hr, GRACEIT/r<108 W{KfE4l, 109~140K
fEdl, >140 K E Al [RIEFYS4E fB 5 A3 e 300 1) 1)
TRITIE O S LS e (0 B . B kO WLBE L |
[i] — &R A7 O WLFEAE AE. | A5 E AH 5C 1l 48 P UK L iz
DR R A AR Bl i R s A
AR . DBRERIE . SN O
RyE . OUPESETAE), TR MACER &%,

Killip B o /min B WEE/ B NUREET, B AR, B EREER B
i N mmHg (mg/dL) %
I 0 <50 0 <80 58 0~0.39 1 <30 0 DNLEETHE 14
11 20 50~69 3 80~99 33 0.40~0.79 4 30~39 8§ STET# 28
I 39 70~89 9 100~119 43 0.81~1.19 7 40~49 25 BRI 39
v 59 90~109 15 120~139 34 1.2~1.59 10 50~59 41

110~149 24 140~159 24 1.6~1.99 13 60~69 58

150~199 38 160~199 10 2.0~3.99 21 70~79 75

= 200 46 = 200 0 >4.0 28 80~89 91

= 90 100
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1.3 FitZ40E

FHSPSS19. 08 14 2 <7 Kbl o OF b A7 g it Ak
H, HSARRHMIESERR. FEESSAE
DA H B b ol 22 (o) 1800 43z R BE (QUL, Q3) 3%
7N o X BOREFEAT 2 1) L BN SR T B R Oy 22
(One-way ANOVA) /3 #T, 43287248 ik H ke 5,
A6 2 80K 0o it R AR 35, BUS o 22 [] £ 4 M A
K. KK #Ea=0.05, HLP<0.05H 2% R4 45
T2riE o 2 H TAE#NZE (receiver operating
characteristic curve, ROC)%*}?%@EIL—I87J(E|Z&
GRACE-73 *FACSEE N % A= MACE Y Tl Il 41 {

24 B

2.1 ACSEEGRACEIEN B S EH—E AR
BACSHE HHWILGRACEIE 4 Jmm . .

% 2 T[F GRACE gl 7 R BE IR K BHLE

Table 2 Comparison of the indice among the 3 groups

fik3dl: <1085 MIKfEHL, 109~140% N fE
H, >14000 HE MG . 340 5 A 5B 1k i)
ARy MR R AL S Bkl dn R L Bh Bk AT Bk
JE . M. =R L ORI R &
H., MEEIREA. SNHA . kA
il . WLEF . EBELC N B A R4l 225 Y T4
TH R (¥ P>0.05) o W LU ) o0 6 22 S
RA Gt X, H5GRACESGK 4r )2 2 18] I
JT—8h(F2).

2.2 GRACERESN RN E&EEEFMKIL-187kF

X} GRACETF 43 fa i 43 )2 0 3241 ;L 1L - 187K -
HATHLE, KM EEHIL- 18K Fm T s &
&G 2H (¥1P<0.05), HfEHIL-187K ¥ TR G4
(P<0.05; #3, K1),

205 n JE/ iy ) % W HA / DR /min” IR EE R /
[No.(%)] [No.(%)] (kg/m”)

fRfadl 40 25(62.5) 57.37 +7.80 31(77.5)* 79.50 + 15.68* 25.16 +2.98

b AVERZ| 51 35(68.6) 60.90 = 10.82 33(64.7) 70.20 = 10.95 25.52 % 2.40

mfad 59 48(81.4) 63.93 +8.52 47(79.7)* 78.30 + 19.99* 25.56 +2.35

P 0.759 0.642 0.035 0.027 0.438

21 531 Wi s / FFkE / T / =/ SR/ AR /
mmHg mmHg (mmol/L) (mmol/L) (mmol/L) (mmol/L)

ffaa 129.73 + 17.61 77.07 + 8.89 5.83+1.55 1.66 +0.47 3.75 +£0.82 1.08 +0.48

hfae 137.70 + 12.70 80.70 + 8.59 5.82+1.12 138 £0.62 3.75+0.88 0.96 + 0.44

e fa 127.60 + 12.40 77.13 £9.73 5.83+1.55 1.66 +0.61 4.0+0.95 0.93 +0.40

P 0.453 0.623 0.270 0.144 0.621 0.454

20531 R EERE Y / BN / B G / WLEF / B C AR /
(mmol/L) (U/L) (U/L) (#mol/L) (mg/L)

fifaa 2.37+0.75 36.68 +7.70 3715 £11.22 94.12 +28.17 5.99 +2.40

R 2.41+0.73 35.90 + 8.24 34.27 +10.47 103.44 + 19.26 5.18 +3.03

e fa 2.65 +0.85 36.23 £8.53 32.33+8.97 94.13 +28.38 5.63 +3.16

P 0.253 0.068 0.058 0.134 0.054

%+ 3 &4 1L1-18. GRACE FASNHILLE: (x +5)
Table 3 Comparison of the level of IL-18 and GRACE score among the 3 groups (¥ + )

21 n IL-18/(pg/mL) GRACE 114>

fifaa 40 56.74 +7.10 81.73 +23.33

AV ERAE| 51 77.46 + 9.04* 126.33 + 13.54*

e 59 84.99 + 12.34*F 188.99 + 41.57*f

S5{RfEH R, *P<0.05; SHGE4AHHE, TP<0.05
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2.3 ACSEEMPIL-18/KTEWUH MBS AS
GRACEIFS B RBAMNX R

P ACS B 4 FIL - 187K F MAK 3 25 347 g
AL (QL~Qadl), 441 & B3 M |
RS E . WAL . A R . A IR
G KA O IR SR ) EL B AL e 28 R ST R R

R 4 IL-18 FKFE L E 57 AR ACS BE GRACE R ELE
Table 4 Comparison of the GRACE score among the 4 groups

X (P>0.05). QI~Q3HAIFFHMH IQ4all Fd,
Q441 GRACE 3 {8 Jo i f& H 43 LB & T QaLh T
20 (P<0.05, #4): Q44lGRACEME ) & 4290
(76.3%), Q4LL FU = GH30M%(26.8%); Q445
Q4L FTH GRACEW /3 b 22 R A Giit %= L (¥
P<0.05) .

g e/ RN/ WO/ AIREIE/  AIFRERAT/ AIRIIESH ) GRACE
[No.(%)] (kg/m”) [No.(%)] [No.(%)] [No.(%)] [No.(%)] W
QH 37 28(75.7) 2686+ 1.78  28(75.7) 25(67.6) 26(70.3) 12(32.4) 91 20
Q4 37 25(67.6) 2715+ 175 27(73.0) 24(64.9) 27(73.0) 13(35.1) 102 + 30
Q#H 38 27(71.1) 27.44+1.58  26(70.3) 23(0.5) 27(71.1) 14(36.8) 112 + 30*
Q4 38 28(73.7) 2711+ 1.59  30(78.9) 27(70.5) 26(68.4) 14(36.8) 140 + 32*f
5 Q1 41H#, *P<0.05; 5 Q2, Q3 4lH#, 1P<0.05
2.4 ACSEHMREIL-187KF 5GRACEF X 1.0
o —GRACE
F5ACS HH HYIL-187K -5 HAR X 7 ) GRACE 081 e
PEOPVERUE BAH G Hr . 45 R BRI 2R AHSC
(r=0.56, P=0.009; [&1). Bos]
B
0.4 1
250
200 02
Sl
% S0t 0.0 L+ r T T T T
0 00 02 04 06 08 1.0

0 20 40 60 80 100 120 140
IL-187KF-/(pg/mL)

E 1 ACSEEMIZIL-187K F 5 GRACEF 5 HIHH K 1%
Figure 1 Association of the IL-18 with the GRACE score in ACS

patients

2.5 MIIL-187kKFIFACSEHEBTHIE] MACE
A T i

150l ACS /8 & A Be Wl 1Al & 4= MACE# 12
B, 58.0%. i fHROCHHrHLLIL-18/KFXF
ACSH B A] & A= MACE R I 28 F 1 FH (area
under the curve, AUC)50.887(SE=0.034,
P=0.001, 95% CI 0.821~0.954; [¥2), ROCH#r
L2 GRACETE /> X ACS 58 & 1 B 91 18] % 4 MACE
BIAUC 50.914(SE=0.033, P=0.001, 95% CI
0.849~0.979; [E2), X PHIIHSbrE M ACS B &
VT ) (1E BE 3 18)) % 4= MACE R 8 | 22 5 845 it
24 X (P>0.05),

15t

B2 HZIL-18’KFHGRACEFHFHMACSEEBEN KX E
MACEMJROCH] £k

Figure 2 IL-18 level and GRACE risk score predict risk of
MACE in patients with ACS

33 it

GRACE“WFF = — Wi pi st . E PR L2
PETEIR B0 bk S E 5 R 5, PR R GEAR R M
B2 R 51 P B f B R R BEAT VRS, X AP G
BS: EA 7 0T DLTE AR G0 . T IR A 0 O 4
MAEEHEARPIRIENEGEE, STACSEEIRITIR
Rk B HEE WIS SIEH, A FACSEAE M
JE IPEAL . GRACE XU P43 76 T A2 Be 09 1) . i e
J5 64~ A K 14E N % A= MACE J T AR T oAt Jr =",
A R v P L R A AT A R

IL-18% —Fp 8 22 1) & AE N 7, i o il B
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W0 B . T 4 I TN i 7™ A — 2R 81 9 R G
WIIFN-y. TNFE-afIIL-6%5, 4F 30l i 45 %
e IR W e o 1 A v (1= = o |
JL T O [ IL - 18 3 RE A ol A P R 2 e
B AR R R MG BE 75T LA PN B A0 i R TR i A0 e
B a2 ST G e N s N | S 28 i
S0 VAR 1) ) 1 G = 2 R A e Y- 15 | PN 1 5
ANEFR LA A4S R SR E1S0ACS
AT, GRACESER 7 )2 5 i 1 [ % FLIL-187K
T Tak o Z A2 B K ACSEH %
HETL - 187K~ MG 2] 5y #E 47 1 4357 2073 41 (Q1~ Q4
M), SR EWH4ABE B F . RS
B, WG] A IR LR . A IR R A
JEMAR R H BB Z R TSI E L, X5
GRACESG R 73 2 A I IR R & o MR 20 I
BRI EEERNEZEZ—, ENIMEs %k
W MR 50 M55 2 9 RN T FR O I AT Bt A4 7] -
BN R, AW B 5 GRACESG I 70 )2
Z 8] I JC — Bt vl RE 5 Ge i v AT X WA A o gt
P2 X, Q441 GRACESME M & & B 4 L ¥ &5
TQ4LI N4, EMIL-18/KF5ACSHFHIEIE G
6 B 2 UIAH G o i — 20 B AH DG 4 B SR IHIL-18
K5 GRACEE /3 52 KU 1A 1E AH G il —B0hE, £
W TL - 187K~ AT X It IR B AT A& 185 43 )2 T % 47 #b
F, LASE B R B A= % (B AT RN L MER Y
T XS P4 -

PIEERIRIFFE M0, 3R IL - 187K S AT fiE 2 £
B9 & MACE B & B P F- . ARBIF9E RO C A BT I
/N, ACSHFE ILLIL-187KF MKELE GRACEIT 4 7F
T R e ) & A MACE J T 4 36 R H A 4 (%) 000
ME, —HMWAUCK B 2ES, £ 5GRACEVF
STAHEG, FEZIL-18 /K F-7E F ACS f8 % B N & 2E
MACERI/E AL, HA B A 1A

g8 TR, MARIL-18/KFXFACS B & 1Y fa ke
FEAY 2 T e N &% 4 MACE B WU A 38 - (85 TR
BF, BREN T GRACETT 43 S FLAlh JRURS: P4k 5 7 oK 4
N B AA i 22 A i PR R R I 3 B ) 2 AR AR AN
B AR MRRMEAET . DA M, WEE
B (B i, % R — 2P T R AR e I A K UL )
B DA HEAT SO IR AT, DUAS L - 18 19 H Ak
FHEHFACSEHE MR 2, t—H R ExEE
BE MRS B—Jrm, DLARgaEse ek
B, ACSEAAIMIFC/R N E ., IL-6. 4R E
P Tt - 2 R B 00 A b R - 1R R T IR AL, miC
R B M IL-6 51L-187/K S IEAH G . AWFSE
FiE 7] B Az 00 11 ¥ € B2 1 8 1 R IL-6 7KK L IR # e
i1 51L-187KF & GRACEE & PE 4 B AH R, S

*F ACS 43 B 119 A & 2E MACE 150 0 3 Ji ) W L
HHERWIGRNAE, B4 FFE—E0F57

S % Tk
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