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Coronary heart disease is one of the leading diseases that threaten the health of urban and rural residents

Recent studies have shown that chronic inflammation is the core pathogenic mechanism of the induction and de-

velopment of atherosclerosis, and various pathways of inflammatory response have become targets for the treatment of coro-

nary heart disease.
of coronary heart disease.
2017) ,

tory action.

disease after the age of traditional lipid-lowering and antithrombotic therapy.

made in the research of targeted anti-inflammatory drugs for various types of coronary heart disease.

However, no specific target anti-inflammatory drugs have been recommended for secondary prevention
The CANOTOS study, published at the European Society of Cardiology Congress 2017 ( ESC
confirmed that canakinumab significantly reduces cardiovascular risk in the target population through anti-inflamma-

This landmark study reveals that anti-inflammatory therapy is a new chapter in the treatment of coronary heart

In recent years, rapid progress has been

The current progress

in the research of targeted anti-inflammatory therapy for coronary heart disease is reviewed.
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1.1 BHRENE 18 MEIFIEMNER

FREA4H4T ( Canakinumab , ACZ885 , Ilaris ) J&—Ff
NKEH TR, BEAS KL B EID & A AN &
1B (interleukin-18,IL-1B) , TL-1B J& 4 fitd 5l P 2%
B — B, HA 5 T RAE LR P R By
FHPFRIL, IL-18 MTE LIS T A/ & 6
(interleukin-6,1L-6) Z (554 ik 12, XA T
IL-1B £ 3h bk 95 A% B8 £k 2 il ad 2 v & 48 4E F i Bl
il , LG IF S 02 26 1L 6 1, R 0 BEUR 40 B AT P A A
Zh BT 1058 PN B2 AR M, DA K3 S I A S UL AN
B RGBT BRI R 9T R e St O
WIURERE A< vh 0 5 5 TR IR FE 2R A0 7 2 A
Y PR 9 OB i o S 104 3l DK O AR 1 Ak R b AT
FR S B, FTIR 150 mg/ H 78 09 BE 4N B4 1 4F
(I L hs-CRP Fl 1L-6 7K - b 25 B AIG T IH [ fist
R I =R /KP4 B 38 T, ot 4 25 44 Fn Zh Rt
ER S T G CANTOS BIF 5T 24 4
TR R Y — I RERL  SUE G A
10061 141 BEAE 5600 | 55 hs-CRP 7Ky SR, Hok
BEHLS M VUL, 2390 T 4 =4 A B2 F i 5 BN 2t
50 mg 100 mg 150 mg LR, FIkfTi 3.7 4F,
WL A 32 B LG b Ry A B RO IULREBE IR Eay
PR DO, SR N, 5RE R i,
B RS RN EAHT 150 mg ZH 1 300 mg 41 B
FHA XSS BIFEAR T 15% F 14% . Kz 1 5 BEYH
BAHTAY =41 hs-CRP 7K A FL 2k b 2 B AL, 17 PU 4
MRS IR TO I W 22 5, WP SRR 5, &1 %
TL-1B o8l i 1T R IT V5 BV ARG 3 A H R R i g
FRANEAST 150 mg AT b 25 B AP O 0 457 54 JRURS: , HLHE
oI PR B AR TS A T il B K S Y R A
CANTOS HF 5T 1) 45 5 TC S & — I 5 1l 1 3 e | Bl 4l
FPUAE T L TR YT SIS I T HIE 5 KA AT,
1.2 AHEENE | ZEERFIMBAKE

BRI R — P A TEHANANBEANE 1
(interleukin-1, IL-1) ZRFEPLH], REGE BT IL-1 5

HAZ RS T TL-1 AR M 15 5 1% 0l
FE—TREE XS S AR 015 R B /NI S v, WL
7 IR R 0.0 A DR VE . IZBFSEAIESE
IL-1 2RSS B 7T 2 038 70 0 28 T RE K IfiL 45 2
Al , W A LR N, X R T IL-1 32 AR5 405
TEL AT FYETERHTI& T . MRC-ILA-HEART
WF5E = —I L IBEDL DU | 2R 0 IRBF 5T, 1% 0
FEIAANT 182 BilAE ST Bedfim AL 2t IR 3h k25 &
MR JESE 14 KT LUK T IS IL-1 Z AR5 5057
BT (i 2 2 22 AR 100 mg/d, 45 R, 237 1L
1 ZAEHURE BB AE 14 KAGAITIR hs-CRP
I IL-6 7KF- 2 25 B AR, (H7E 45 1R TE S 16 K, hs-
CRP 7K IFf BT TL-1 2 MR B0 570 RE % 1
S LI 1M A8 AR SN BT T 5L 1 8 S B 6
RORATHEAT RHE , N T 96808 VA 7 4504l ¥ 7
EABLESES N
1.3 IL-6 MMFIFIFETREH

IL-6 2 2 P AR AE 1Y B B, 1LV 1L-6 ZKP-AE
HARFESR S YITE NG R T2 A8, 78 R 5B 454
1, B RN A T A0 AT A TL-6 DL S H0 0% 25
FIAE . HEAh, LA 11 LA ML RE 6% L) 3 43 W T
7 A IL-6, BT S P IR i/ IR A 7
(platelet derived growth factor, PDGF) {94 i, M i
SECEH LA IR L SRR AP — AR
i 1L-6 Y5 S REHT A, BE % BEL W7 58 A 2RI S,
I S KRR RE AL A HE G, — I/ INEL R B AILAY i
BE TS0 e IR, FE B BT RE % D 28 XU 1 OG5 48
R E B BRARRE IR GE M5 N P REN . e
— IR XFAE ST BL 4R & L0 LB FE (non ST-segment
elevation myocardial infarction, NSTEMI) & & A9 FEAL
XUE E R B 1 99 RAIF S s T B2k 5
PURIZEAL " BRI 117 4 NSTEMI &3, 78
1 AT AR 1 280 mg FEERFAPLECL R, I
T PCLJE 3 RN 7 /> I 18] SORS DU A6 15 hs-
CRP J L858 1 T (high sensitivity troponin T,
hs-TnT) K, 253 B R , FEER 514 hs-CRP A2 hs-
TnT K2 AR T2 B0 4, uE B T BBk B RE 8
I8 NSTEMI J8 25 A 98 0E RO e PCL AR LA 2
PRI, SRTT, A BRSO EER BT 2 T i L IR
PERE & H AH [E B (low density lipoprotein cholesterol ,
LDLC) 7K ~F, ATl AT B8 7 25 2 3l ik o6 #¢ B8 fb 1R
FHY AR SRE () — I 2 BRI MBI B 5T s, FEER
FABUR SN AR O A e U I HL S —
TUIF5E 4G H FEER ST M AR B AN 52 0 W] LS i
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1.4 BREEIRTEEF o HHIF

ME IR A8 Il F o (tumor necrosis factor-o, TNF-
o) S — TR AR 12 28 40 e PRI 5, HC 32 B ey 4 i
IS e B R AE A SR R N YL, H AT
TR LR =20 TNF-o S50 B g B P IR R 1K
JRVE - (etanercept ) Bl 5 A PAPT (adalimumab ) |\ JEF
FE BT (infliximab ) o 76 U739 — T $h 9 5286 vh | &
W BBk R R AN BRUSERL 43 31 465 T RIS P4 - 10 A%
TR 7T =056 VA% AR A VT B S
FAHTRTG 67, 25 R B, 8 5 IR 74 306
70/ BT R S22 sl 2D 2l koo A el Ak T AR, HLAAE
SIRIATT 0/ B LR 3 A 7T R BN ASCR  H
MRV %5k 8 21 = 2y JokAR 748 114 A B T AR B 4
20 Mo (8] 25 B I F 1 (intercellular cell adhesion
molecule-1,ICAM-1) {9 5L T S8 M /E T, X UE
B} TNF-o S0 500 %0 T 28 4F 3l kot A B AL R I 7 1 7
SIH SR — TS I ST ST T IR P 3 X
Sl o JULAR AT DR 18 52 i, A8 VG 3K Ak 3N 2 R 5
AR B UL A4 B A AR AR | 485 B e s O v 5 4
O JUAR RSO A7 3% SRR B 20 J 2 1, 0 - 4
L L 51 i 2RI 3 B s T AR Y A % T i L
ARIMLA VR S e — TN A 23 Fl 2tk
JUUREZE H B B AL DU | 22 A0 BRAF 5 rh A B,
FIKEE AR P 10 mg B B35 FE AR 1L-6 7K Al
S 1k a S IR (ERSI B DI N 1R RE R I e = ARy |
St E AR HAT TNF-o #5150 T 56
SIRIR T U A7 5 B 2 A R IT 9 S
1.5 P-#EERFEHF inclacumab

P-BEHE 2 A AE T UL P B2 4 B %) Weiber-
Palade /MAJE b Kz ifin /B o FIURE IR E 8 — b 85 B
T B HSEE TP RN R AN T 40 A B
200 i 2 15 A 1 A P B A R ot/ N SR T 7 T
AR AL A 1t/ 2R A rh R SCBEAE T, A 2 B
ks FEREAIR YT FIETERE AL . inclacumab 24T P-i%
PR M N B re BT, B0y BA e e O
PSR . SELECT-ACS BF%8 " 2 —T/ N 2
WG IRBIFTT i WF TR A 544 15142 52 5 4R 5 ik it 5%
o PCI /Y NSTEMI S5, 7EARRT 1~24 h ik
5 mg/kg 8% 20 mg/kg inclacumab 5% % E ), 45 5
N, SRR, #3220 mg/kg inclacumab V57
R E LA B 1 T U 3% R %, SELECT-ACS

WL RAFSE T inclacumab B WO LR A% 4%
FAER . SR FEARALSS A T 2T A B X 422 32 Tt AR
Sk 55 % B A R 9 SELECT-CABG A58 4
AR BRI A 25 458 . inclacumab 7870k iH
I s T VR FH o B R ) T B I PRAVE % S 4

2 HELEMERENSRIRE

2.1 BEFEE A2 HIHIF

Wil A2 ( phospholipase A2, PLA2) &4 Y
IR A W) B BGARAR ) — Fh OGS e, 6045 43 10 70 ol
AETE A2 (secretory PLA2, sPLA2) FIfg & A C kG
fitf A2 ( lipoprotein-associated phospholipase A2, Lp-
PLA2) . sPLA2 fE4AE Y] ph T 18 JILZ e 0T 40
MR, Lp-PLA2 J@% 5 LDLC 454, BA B35
KA REREALAE . MMM S 7R, Lp-PLA2 7K
S5 5 AR B o A 7 R B A UIAR DG .
PEER K18 T e Al AR Dy B B GO B2 ACS RAE
RIAEIARIC Y . PRI R I 2 W o A A BR AR
IR AR, LA AR v] BE AT IR R IR IR A T

X F 7 H (varespladib ) J&—Ff sPLA2 #1351
& FRANCIS-ACS P58, fleBiiin -5 Bl 4B A b 7T HK
EIRYT AT L F BRI ACS A Y LDLC & CRP K
S SRTIAE VISTA-16 BFFE T 81458 T 7 & 1 45
R, VISTA-16 BF5E 2 —TREHL B | 22 5 %
I W SE AN 5145 () ACS &  TEdikE | BRI
SEAB GO — IR IR T B B AL b 4 52 A fir
a2 RG] 500 mg/d VRS, G5 5R R HE 32 s
TRYT 8 R o I A8 P XU 35 1 T 22 TR 4
X MR 2 A B BT ACS MIYRIT T RE R A F
(220 PR 0 55 22 4 M o T B0E , HLAE e
CIRTRY T ST A PR IV 15552 B A B IR

darapladib f&—F A 20 Lp-PLA2 ##il57, 7F
— I 959 il Lo R T ) 22 s BEAIL RUE |
LR IRWTFE v, 72 BT HE e 7T 1697 /Y kAl 1
F25Z darapladib J6Y7 1Y 8 B2 R 20 588 SAE 4R
b PR, g U T darapladib B9 %LPT %
PERI' SRR IS A4 1 1 T30 06 A S 6 , A 4 AT o
R U5 0 0 O I STABILITY 58 Rl b
ACS % % SOLID-TIMI 52 55>, 45 S i R
darapladib A< BE RGO I8 S5 4 XURS: . 3 380 ) — 0
FEHL AE LR IR IR 5T T AR darapladib
REAS A5 AR S KN B T RERE S IZ B FE A 54 151
TR B K N B2 D E R A5 R & BEAL T LA darapladib
BRI 160 me/d, Ff2E 6 A IR TR AN
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RBIKN B2 T REPEAY , 45 2R 578 TR darapladib Jf:
AREE AR B BT RE > X B SR Lp-
PLA2 AT HEZ L SAE HY A D0 hm i 9, (HAN 20 1l
P A A PR GR AR
2.2 B=EHDEIFIRT Hh 1

H =R AR DU R R AT AR W 2 i R AE A o, He
AR 20 SR B RS DI RE , 2 5 A S ARAE R
QSR GrO AN X E EREX L S 31 e |
U J5 S AR RN I TR A0 A 8, O AR O o A P R A
SIS KRR A A 1 R AT G, S-IRA B il
(5-lipoxygenase , 5-LO ) & [ = A= W) &5 B A9 OC
i, JECA40 ] 79) BTl B4 38 ( atreleuton, VIA-2291) 7] fE
HARAE R0 ML PR, I — T A 54
i ACS S84 A FTBEPEDT 50 HIE AR 3 Ik i 1355
HLKTJZ F3 48 145 15 52 ( computed tomography angiog-
raphy , CTA ) ¥l Bl ity £ 3 % e IR 3 Jok 3 B 2 Je i)
VER GRS BERUAH Fe Bl il B i e 3 S 52
PR ST T ) — TR AL SUE | R X R
(G RBIFTE A0 A 52 9] ACS FR 3, 45 5 2 7 Bl iy £4
T AT OB = B 7 AR EAS RE AR 1 A8 R A
PRAEPAKT BT i B A RO 9 YR AR A
S, IR PRV TEARAS B 50/, 1 = B R
AR5 A UE S5 B il B e YR AN

3 ERERSHERE

3.1 CCL2-CCR2 $HP#I7

PRI 1 (monocyte chemoattractant
protein-1, MCP-1) J&—Ff CC &tk B+, XK
CCL2, 1 W | 1 41 T UL 20 M B 1t 5 P B 4
JHLNR L - 2R A AR I o b, LA UR S M
SRR . CCL2 B 1k CCR2 4 i CCL2-
CCR2 il A 3 A AE S V7 1) H 231 %, BH W CCL2-
CCR2 B A Ry J2 00 97 A AE M0 W TE IR 9T 7
7. Dallas Heart fifF57 @7, 38 MCP-1 K05
55l ik ks B R Ak 19 1% 6 S I R A OG, X K
MCP-1 AJREAY 5 T 3 £ P - 1) 2 3 Jok ok5 4 s £ 1
F 4R T MCP-1 40 580 1 75 78 O 1l 4 PR 9 1
FIP S IR U 2 B 70 X BRI AT 52
7 ,MCP-1 i fi57) MLN1202 B . 25 A6 0o 2
# hs-CRP 7K ESE T MLN1202 7656 0 9% &
MHTRAEHIE . CCL2-CCR2 il il 50) BAT B K1y
SRR ST TS 7 H 0 5 B DL 1A A AUV A
WLEEFE R I LA i PRAJF R Uk S R TP R

3.2 p38 £H/FFENEOHEMFFISHEE

p38 22 54 A B 1 P4 ( p38 mitogen activated
protein kinase, p38 MAPK) {5 5% 5l i & T &
i SN 114 B A 530 %, Tl IL-1 TN i i -
TEAEAE 48 PR B R R S, 25 R A0 i A
T AT E S AT, IEHEZEFE (losmapi-
mod ) & —FPERAL B PENE p38 MAPK #ll il 71] , BE 45
W p38 MAPK i #% , N A HEHTRAE I, — Tl
PRIFSE S 7 1 % 0 5 1 A A% w56 o JIEL I 952 1 R
H— A& (nitric oxide, NO) 41 5 ¥ 1L 45 47 5K )y
e IR T p38 MAPK S0 ML A& i 1A Y7 IS 7E
(R4, SOLSTICE AfF5T ™ J&— T A I L S i
NSTEMI J& 35 Hr 22 4 R 30tk i WU Rl 8t
FUXFREIFST, LAt oM 45 1 s |, I a7
HEEANRFHESEEANAMIL TR EER, JT7
MR s R o R D A S R AR R
25 (RIS S TR L FBE 7EIR YT 72 h B hs-CRP /K
I AR TR AL, i B B FREAIK (type B natri-
uretic peptide , BNP ) 7K F-AH{L, 7EIR YT 12 JE B R
(1) hs-CRP ZKF-HHR, 1 3% L 524 2] £ 35 1% BNP /K
B EAR T 2B 4H ., SOLSTICE W58 iiE 52 1 ¥4t
FTIMEYE NSTEMI B35 e ek R, B 7 acie s, 1
hnrfe A O SR E R, B AR
LATITUDE-TIMI 60 fiff 75 "**) W] J& — T51 5 K 784 ) B
BL AR IR SUE RS, SN A 3503 i &
PR NSRS 28K 2 IR 7.5 mg AL
PSR 12 J8 455 WoR g A IR B SR
RSB R O 0L S RS, B2, T B A
A B eI TR T A A R

4 EHfith
4.1 BHIIRE

FH & MEBE ( methotrexate , MTX ) AJ Y 20 22 Fh 41 fifd
7 A TL-1B \IL-6  TNF-o T4 3 y FDkE
20 e 5 5k 200 B % 18 X ¥ ( granulocyte macrophage
colony stimulating factor, GM-CSF ) , 3 fi& 41 ] B 1 &
B, T IR 5 B 32 AR A2 255 S RAE,
KA IERAE M . B30 s, 78 RA &
o7 FH R M 50 o A S 1 XU e AR A 56
I3 TS PCL A /NSRS PET S uE R 1 H 2
MR E 1O LA 22 4P, O LR B T HXW Ly PCI R
Ja SN TR BAT AR I 25 A0 SR, — TN
A 623 B RA 43I0 L P R 14 2 St e
R, A MEE 2 A 00 LA TR B 3 v T
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RGN AR HRERE TS DA T N SR A5 0 I
A g AT = A G UL, T KRR AR A R A 58
e T,

4.2 RRIKALEE

FROK AR RE % 400 1 v b 200 B % 1, T 98 4
IR0 7= A2 M) NLRP3 R/ MA DT #0461 50
PICHIE ACS JBFERIRIE . S on , IR
SSPRKKAN B AT e O JILASE BEASE 2 /)N R i) O LA S
TR AR 2 s, HLRE B3 1L 3t 3h ) 2 IR el b JILET
AL — T XHESZ AL BRI S f GEe o —
A 236 T 1 Fe 2 SO0 R8T A I DR 3K B
PEAL T ROKALBR O 148 25 AL, 25 R o, #2632 0.5
mg/d BXARAIBREE 7 B 5 O L4 3 1 XU A A
TREFABEACT 3 55 0 Bol i — 2 2840
BRI RBORAL TR ST 7T LA RREAR WU ZE KUK
FLO A FETZ R Ah, £F % ACS % 1y — I3
SR TR B K CTA P4 /N30 1 B K A B0RT 5
ARSI L AE" P9 IR B 1) 22 ik 250, 4 R 7, BkOKAIl
BRI 5 BEH I 25 k3 S AR AN i 25 A0 G, B
TS F LDLC K1 R IR 4 Ak K Al s
XTI O LR ACS B9RYT R IS, (B4 75 2
TEAK B R AL AR5 i LS E
43 FEKE:

TR ST PR R 5 I A G B Tl , RE S e F
15 PE 4% (reactive oxygen species, ROS) Y B, A
TSP S04 8 A 2l koot A Ak, B IEE IS A AL Tl
R P S H R R K1 T A B T B A R
TSR, fE30E 3 Bk R R Ak 1 & e 41 DR 4
W S T B Ry 7 2l Jok ok B B AR 7 10 T A HE A
| W TS — e B T 461 Tl 4000 14159, 2 4 S 3 W
7N, FIRES T 0 EERS T 4 JEA] BRI EAR 1 E RBR
ZINERUI) I koG AR B A 5 5 T AR L AR —T/NAL Y
LRI ST, 40 B2tk ST Brdfs L0 LR
FEEETE PCI ARG 73 3l 4552 1| R 1 0 22 JEd ) -
HIT LA SRR IR IR T R R 1
R R I A R AR A R A 139
WA FE—TRAN A 2277 18 & kO UL B8 55
4849 {51 T X0 1t R 1) f51 X BEADE S 45 SR e, fifE
JFH I e 2 A0 2 1) 8 & A MO JULASE B XL IR o A1
20% " o IR A 25 LSBT s, /N kA 3
WS BT T AR RIS B I8 S PR e Aot
IXBERIFTE B T 0 M I P T e O o — R TR B TR T
Hh RO A I T 5% AT 5 2 B 22 118 R A I P A
FHF

5 ZBSRE

JEE Lo 149 B AR B S LA B2 24% , T AR AE L 38 I
Z R ATALH TR BT R IR YT - or B Bk
Pk, H AT AAFSEUESE T SRAE 18 e L K AL
2B B B EAR L IR T ILAS R IR YT
U, B B9 BT HEBR BT 25 B AR 245 W A 2R
RSP AR 2R Ji& , BES BL 4% 25 W e PR 52 B o TR 76
VAT 1) TR T 5 K RE AR BUAT O
TR 25 WG T H ARGl b AR T R RGO L A
PRAERT, BIOF LR 25 IR B R

[ BE k]

[ 1] Angiolillo DJ, Biasucci LM, Liuzzo G, et al. Inflammation
in acute coronary syndromes: mechanisms and clinical im-
plications[ J]. Rev Esp Cardiol, 2004, 57(5) ; 433-446.

[2] £ 8, Bk, 28R, 55 .0 B H RS kA AR
YRS MK 8 C OB 8 K A8 A0 Je S A
R MAEFAFROCR [J]. o E 3 Ik EE L A4k, 2016,
24(11) . 1104-1108.

[3] Ridker PM, Everett BM, Thuren T, et al. Antiinflammatory
therapy with canakinumab for atherosclerotic disease[J]. N
Engl J Med, 2017, 377(12) : 1119-1131.

[4] Dinarello CA, Simon A, van der Meer JWM. Treating in-
flammation by blocking interleukin-1 in a broad spectrum of
diseases[ J]. Nat Rev Drug Discov, 2012, 11(8) : 633-652.

[5] Abbate A, Van Tassell BW, Biondi-Zoccai GG. Blocking
interleukin-1 as a novel therapeutic strategy for secondary
prevention of cardiovascular events[ J]. BioDrugs, 2012, 26
(4):217-233.

[6] Choudhury RPD, Birks JSM, Mani VP, et al. Arterial
effects of canakinumab in patients with atherosclerosis and
type 2 diabetes or glucose intolerance[ J]. J Am Coll Cardi-
ol, 2016, 68(16) : 1769-1780.

[7] Tkonomidis I, Lekakis JP, Nikolaou M, et al. Inhibition of
interleukin-1 by anakinra improves vascular and left ven-
tricular function in patients with rheumatoid arthritis [ J].
Circulation, 2008, 117(20) : 2662-2669.

[8] Morton AC, Rothman AMK, Greenwood JP, et al. The
effect of interleukin-1 receptor antagonist therapy on markers
of inflammation in non-ST elevation acute coronary syn-
dromes; the MRC-ILA Heart Study[J]. Eur Heart J, 2015,
36(6): 377-384.

[9] Naugler WE, Karin M. The wolf in sheep’s clothing; the
role of interleukin-6 in immunity, inflammation and cancer
[J]. Trends Mol Med, 2008, 14(3) . 109-119.

[10] Protogerou AD, Zampeli E, Fragiadaki K, et al. A pilot

study of endothelial dysfunction and aortic stiffness after



CN 43-1262/R " [E S fikalifb 24 it 2018 4F55 26 #2575 11

1175

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

interleukin-6 receptor inhibition in rheumatoid arthritis
[J]. Atherosclerosis, 2011, 219(2) . 734-736.
Kleveland O, Kunszt G, Bratlie M, et al. Effect of a
single dose of the interleukin-6 receptor antagonist tocili-
zumab on inflammation and troponin T release in patients
with non-ST-elevation myocardial infarction: a double-
blind, randomized, placebo-controlled phase 2 trial [ J].
Eur Heart J, 2016, 37(30) : 2406-2413.

Chen D, Chen Y, Hsieh T, et al. Significant effects of bi-
ologic therapy on lipid profiles and insulin resistance in
patients with rheumatoid arthritis[ J]. Arthritis Res Ther,
2015, 17(1) . 52.

Kim SC, Solomon DH, Rogers JR, et al. Cardiovascular
safety of tocilizumab versus tumor necrosis factor inhibitors in
patients with rheumatoid arthritis; A multi-database cohort
study[ J]. Arthritis Rheumatol , 2017, 69(6) : 1154-1164.
Soubrier M, Pei J, Durand F, et al. Concomitant use of
statins in tocilizumab-treated patients with rheumatoid ar-
thritis; A post hoc analysis[ J]. Rheumatol Ther, 2017, 4
(1) 133-149.

Park K, Heo T. Critical role of TNF inhibition in combi-
nation therapy for elderly mice with atherosclerosis [ ] ].
Cardiovasc Ther, 2017, 35(6) : e12280.

Li Q, Yu Q, Na R, et al. Etanercept protects rat cardio-
myocytes against hypertrophy by regulating inflammatory
cytokines secretion and cell apoptosis| J |. Braz J Med Biol
Res, 2017, 50(6) : e5868.

Padfield GJ, Din JN, Koushiappi E, et al. Cardiovascular
effects of tumour necrosis factor o antagonism in patients
with acute myocardial infarction: a first in human study
[J]. Heart, 2013, 99(18) . 1330-1335.

Tardif JC, Tanguay JF, Wright SR, et al. Effects of the
P-selectin  antagonist inclacumab on myocardial damage
after percutaneous coronary intervention for non-ST-
segment elevation myocardial infarction: results of the SE-
LECT-ACS trial[J]. ] Am Coll Cardiol, 2013, 61(20) :
2048-2055.

Stahli BE, Tardif JC, Carrier M, et al. Effects of P-selec-
tin antagonist inclacumab in patients undergoing coronary
artery bypass graft surgery: SELECT-CABG trial[ J]. ]
Am Coll Cardiol, 2016, 67(3) : 344-346.

RhSCBR, g, By, A MR FOROCRENG s
A2 T AR e wE BENR 2 1 AL [0 1 K P 5 SRR 20 fo 7
FEXRAR WAL TE (1], E BRI, 2016, 18
(12) . 1875-1877.

Rosenson RS, Hislop C, Elliott M, et al. Effects of vares-
pladib methyl on biomarkers and major cardiovascular e-
vents in acute coronary syndrome patients[ J]. J Am Coll

Cardiol, 2010, 56( 14) : 1079-1088.

[22]

(23]

[24]

[25]

Nicholls SJ, Kastelein JJP, Schwartz GG, et al. Varesp-
ladib and cardiovascular events in patients with an acute
coronary syndrome[ J]. JAMA, 2014, 311(3) . 252.
Mohler ER, Ballantyne CM, Davidson MH, et al. The
effect of darapladib on plasma lipoprotein-associated phos-
pholipase A2 activity and cardiovascular biomarkers in pa-
tients with stable coronary heart disease or coronary heart
disease risk equivalent[ J]. J Am Coll Cardiol, 2008, 51
(17): 1632-1641.

White HD, Held C, Stewart R, et al. Darapladib for pre-
venting ischemic events in stable coronary heart disease
[J]. N Engl J Med, 2014, 370(18) ; 1702-1711.
0’Donoghue ML, Braunwald E, White HD, et al. Effect
of darapladib on major coronary events after an acute coro-
nary syndrome[ J]. JAMA, 2014, 312(10) ; 1006-1015.
Prasad M, Lennon R, Barsness GW, et al. Chronic inhi-
bition of lipoprotein-associated phospholipase A 2 does not
improve coronary endothelial function; A prospective,
randomized-controlled trial[ J]. Int J Cardiol, 2018, 253
7-13.

[27] Matsumoto S, Ibrahim R, Gregoire JC, et al. Effect of

(28]

[29]

[30]

[31]

[32]

treatment with 5-lipoxygenase inhibitor VIA-2291 ( atre-
leuton) on coronary plaque progression: a serial CT angi-
ography study[ J]. Clin Cardiol, 2017, 40(4) : 210-215.
Gaztanaga J, Farkouh M, Rudd JHF, et al. A phase 2
randomized, double-blind, placebo-controlled study of the
effect of VIA-2291, a 5-lipoxygenase inhibitor, on vascular
inflammation in patients after an acute coronary syndrome
[J]. Atherosclerosis, 2015, 240(1) : 53-60.

Deo R, Khera A, Mcguire DK, et al. Association among
plasma levels of monocyte chemoattractant protein-1, tradi-
tional cardiovascular risk factors, and subclinical atheroscle-
rosis[ J]. J Am Coll Cardiol, 2004, 44(9) . 1812-1818.
Gilbert J, Lekstrom-Himes J, Donaldson D, et al. Effect
of CC chemokine receptor 2 CCR2 blockade on serum C-
reactive protein in individuals at atherosclerotic risk and
with a single nucleotide polymorphism of the monocyte
chemoattractant protein-1 promoter region[ J]. Am J Car-
diol, 2011, 107(6) : 906-911.

Cheriyan J, Webb AJ, Sarov-Blat L, et al. Inhibition of
p38 mitogen-activated protein kinase improves mnitric
oxide-mediated vasodilatation and reduces inflammation in
hypercholesterolemia[ J ]. Circulation, 2011, 123 (5):
515-523.

Newby LK, Marber MS, Melloni C, et al. Losmapimod, a
novel p38 mitogen-activated protein kinase inhibitor, in
non-ST-segment elevation myocardial infarction: a ran-
domised phase 2 trial [ J]. Lancet, 2014, 384(9949) .
1187-1195.



1176

ISSN 1007-3949 Chin J Arterioscler, Vol 26,No 11,2018

[33]

[34]

[35]

[36]

[38]

0’Donoghue ML, Glaser R, Cavender MA, et al. Effect of
losmapimod on cardiovascular outcomes in patients hospi-
talized with acute myocardial infarction [ J]. JAMA,
2016, 315(15) : 1591-1599.

Roubille C, Richer V, Starnino T, et al. The effects of
tumour necrosis factor inhibitors, methotrexate, non-ster-
oidal anti-inflammatory drugs and corticosteroids on cardi-
ovascular events in rheumatoid arthritis, psoriasis and
psoriatic arthritis: a systematic review and meta-analysis
[J]. Ann Rheum Dis, 2015, 74(3) : 480-489.

Gouveia V, Oliveira DC, Tenorio E, et al. Percutaneous cor-
onary intervention: Safety of methotrexate and its possible
benefits on restenosis after bare-metal stent deployment[ J].
Cardiol Res, 2016,7(3): 104-109.

Landewe RB, van den Borne BE, Breedveld FC, et al.
Methotrexate effects in patients with rheumatoid arthritis
with cardiovascular comorbidity [ J]. Lancet, 2000, 355
(9215) : 1616-1617.

Akodad M, Fauconnier J, Sicard P, et al. Interest of col-
chicine in the treatment of acute myocardial infarct respon-
sible for heart failure in a mouse model[ J]. Int J Cardiol,
2017, 240, 347-353.

Nidorf SM, Eikelboom JW, Budgeon CA, et al. Low-dose

colchicine for secondary prevention of cardiovascular disease

[39]

[40]

[41]

[J]. ] Am Coll Cardiol, 2013, 61(4) . 404-410.

Hemkens LG, Ewald H, Briel M. Colchicine and preven-
tion of cardiovascular events [ J]. JAMA, 2016, 316
(10) . 1106-1107.

Vaidya K, Arnott C, Martinez GJ, et al. Colchicine therapy
and plaque stabilization in patients with acute coronary syn-
drome: A CT coronary angiography study[J]. JACC Cardio-
vasc Imaging, 2018, 11(2 Pt 2) . 305-316.

Kushiyama A, Okubo H, Sakoda H, et al. Xanthine oxi-
doreductase is involved in macrophage foam cell formation
and atherosclerosis development [ J ]. Arterioscl Throm

Vas, 2012, 32(2) . 291-298.

[42] Rentoukas E, Tsarouhas K, Tsitsimpikou C, et al. The

[44]

prognostic impact of allopurinol in patients with acute myo-
cardial infarction undergoing primary percutaneous coronary
intervention[ J]. Int J Cardiol, 2010, 145(2) . 257-258.
Grimaldi-Bensouda L, Alpérovitch A, Aubrun E, et al.
Impact of allopurinol on risk of myocardial infarction[ J].
Ann Rheum Dis, 2015, 74(5) . 836-842.

Bredemeier M, Lopes LM, Eisenreich MA, et al. Xanthine
oxidase inhibitors for prevention of cardiovascular events: a
systematic review and meta-analysis of randomized controlled
trials[ J]. BMC Cardiovasc Disord, 2018, 18(1): 24.

(MESCHHR SCE)



