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[(HE] BE HitEReiTs =88 (ADP)F 6 o i PAR1 R A @ HhBIH ., Fik KIS EE Kb
R4 T CREKEG(CRP) X4 T F A ADP RS AT RS R . KI5 5 A s B4, £45 ADP 4, KK E 5K
He 3T+ ADP 4, 3 R E S X AT 48+ ADP 40 ,CRP 41, % 47T +CRP B2 440, £ A A X a3 K PAR-1 4= LOX-1 3 % &
#%JE(MFD , kR BBt 0% K3l TXB, #e F1+2 K-F, 48R 5 pmol/L ADP & # s 424 e 48 PAR-1 & ik 3 A 35%, 50
pg/mL CRP 2 % B A& ADP 3% % 4 s v 42 PAR-1 # & % (P<<0.01), 1 pmol/L.10 pmol/L &4 T34 B ¥ B 4% ADP i 4 &
A PAR-1 9 &35 (P<<0.01), B4 m A CRP fo 4% 4k 7T £ 46 4K ADP % 549 M4 PAR-1 & GA 432 k4 Al CRP 5% 40
THAKE B 2 (P<<0.05), #4 ADP #lits TXB, & A s et 98 23 & (P<<0.01),50 pg/mL CRP.10 pmol/L & & &7 F )&
ADP 4] # 4§ TXB, 2 %] F K4 (112. 68+ 24, 48) pg/mL. (146. 48+46. 54) pg/mL, 5 # 4 ADP H g b4k, £ FH A %Kit F & L
(P<C0.01), 50 pg/mL CRP 2 %34 ADP # § 6§ F1+2 &K -F (P<<0.01),10 pmol/L ¥ & fiT 3% ADP # § F1+2 45 £ & & ¥
B Yk, BT 2R BRSO XK ADP i F49 b 48 LOX-1 &% (1 pmol/L F= 10 pmol/L &% 4t i1 £ 32 /5 MFI % 51
H:1.80+0.19 = 1.6240.16) ., 5 % 4 ADP #]i# & LOX-1 & ik (MFIL.3. 161+0. 23) )b 4, £ F A % it 5 & L (P<<0.01) ., 50 pg/
mL CRP x4 ADP #ligt 49 fr v 4 LOX-1 A X R B ¥vh, Git PAR-1 & ADP if $# e R ER PR TR, K4 T Fo
CRP ifiit R B AL ] 24k ADP % 69 AR PAR1 09 AKX R FTAE R ERATRITHEREZZ QR EAEEA,
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[Abstract] Objective To study the modulation of protease-activated receptor-1 (PAR-1) expression by pravastatin and C re-
active protein(CRP) in vitro blood platelets. Methods Platelet-rich plasma (PRP) was isolated from peripheral blood, PRP were
treated with CRP, pravastatin and ADP stimulation in vitro study. Experimental groups:blank control group,simple ADP stimulated
group.low concentration of pravastatin+ ADP group,high concentration pravastatin group=+ ADP group,CRP group.pravastatin+
CRP united group. PAR-1 and LOX-1 expression on platelets were detected by flow cytometry, the result were shown by mean fluo-
rescence intensity (MFD. TXB, and F1+2 levels were detected by enzyme-linked immunosorbent assay. Results The 5 pmol/L
ADP stimulation significantly increased PAR-1 expression on platelets by 35%. The 50 png/mL CRP significantly reduced platelet
PAR-1 expression induced by ADP(P<C0.01). 1,10 umol/L pravastatin significantly reduced platelet PAR-1 expression induced by
ADP(P<C0. 01). Platelet PAR-1 expression induced by ADP was further reduction by combination treatment of CRP, which were
significantly reduced compared with treatment of CRP or pravastatin alone (P< 0. 05). Simple ADP stimulation significantly in-
creased TXB; level (P<C0. 01). 50 pg/mL CRP and 10 pmol/L pravastatin respectively reduced TXB, level treated by ADP to
(112, 68+24. 48) pg/mL and (146. 48+46. 54) pg/mL. Both were reduced significantly compared with ADP stimulation alone( P<C
0.01). The 50 pg/mL CRP significantly increased level of prothrombin fragment 1+ 2 induced by ADP(P<C0. 01),10 pmol/L
pravastatin,in contrast,did not influence F1+2 level. Pravastatin reduced platelet LOX-1 expression induced by ADP in a concen-
tration dependent manner, MFI of LOX-1 on platelets treated by 1 pmol/L and 10 pmol/L pravastatin were 1. 8040. 19 and 1. 62+
0. 16 respectively,both were reduced significantly compared with that treated by ADP alone(MFI.3.16+0. 23), P<C0. 01. The 50
pg/mL CRP had no significant effect on the expression of LOX-1 stimulated by ADP. Conclusion PAR-1 served as a critical mech-
anism to relay the platelet activation process induced by ADP. CRP and pravastatin reduced PAR-1 expression in platelet induced by
ADP in different way. It is suggested that statins can still play an important role in the antithrombotic effect in the inflammatory state.
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PEAE T G In i3 i 48 &T 45 2 RE A 0k 1 A8 T A RORRUE B i
BEHLSE A N S W 53 4 78 A T T 24 0 e D8I I A A A1 T
M /NAR T Ak 53 SN TT TR A )RR A BHE S
C J i 4 1 (CRP) 2 1 G 18 25 11 & 2E 19 9008 IR 7 » o

B RS A B CRP 58 2 418 4 4 S FH8CI B 1 28 ¢ 10 n 26 20 ik
T Ak b ™ . AR B 9T & B CRP X /MR A9 7E 5 H A
MAE I A —B0. PARIS I KRB 52 & 3 2 Fi Al 7T 25 40 14 fig
R AR L /MBI PAR-T 1 3 5% 804 1L /N1 5 b A1 i A% B
SR AL AW 72 R AE RS T 7T 25 W X 1 /R PAR-1 3%
IRAE PR AR eyt 20 DR T8 o A SO 1R DB S8R I R AT X
/AR PAR-T B 4E A K AL
1 #Rt5FEE
1.1 5 ADP.CRP.¥% ffbiT4 [ Sigma A #l, PE #5ic
P PAR-1 3 2 HL K SPAN-12 ) B Beckman Coulter 2 @],
FITC #ric B9 LOX-1 #i P&y / Hycult Biotech 2y 7] . TXB,
X7 &M H Cayman Chemical /A #),F1+2 Iy B Behring Diag-
nostica 2\ f o
L2 R AR RSN K T X B,
HinA PBS; 8.4l ADP 40,5 pmol/L ADP 4E | 15 min; (¥ &
E 7T+ ADP 41,1 pmol/L AT T 10 min, F-45F 5
pmol/L ADP #ill # 15 min; & ¥ B 3% 18 fh 7T + ADP 41, 10
pmol/L A AMIT 1 10 min, 45T 5 pmol/L ADP H#il# 15
min; CRP 4,50 ‘ug/mL CRP /£ 10 min, Ff 45 7 5 pmol/L
ADP il 15 min: % f flu T -+ CRP B 4 41,50 pg/mL CRP+
10 pmol/L ¥ AZM T T 10 min, 45T 5 pmol/L ADP H#il ik
15 min,
1.3 A M/ /ISR I3 fd B 35 T AR AN A I
SYES TR, R 3. 800 A 4 IR 4 BT E L il 5 BL B R AR R HE A

1, 7EZE FLL 150 r/min 8.0 20 min, 24 FE & /MR
ML . T4 M LA 500 r/min 5.0 10 min 3845 2% 1M/ AR I
H o BN LK >H 4 5 /B L P i it AR S it
o3 /AR B EH A #E Sy 310 cell/L, il 7 il 1
18 PR 2 A S 0 35 S A B R R TR
L4 /MR RERT  m/hRREIKXK R EE Chrono
Log AL, AT R FIM ER A H 5 pmol/L ADP, i /Mf 5
AR 1 I 157 O HE R W A
L5 AR E A R T AERKEEAIA 100 pL i
IR B SR 3X 10 cell/L) 45T 5 pmol/L ADP #il 3 Ifil
AR 15 min J5 305 U 2 Al A AR RS T it AR B i B 52 1R
PAR-1 J AR AR 8 1 52 & LOX-1 pkib . U4 g X
S T PR R FR A WY Epies-XL AL, (/MR UER G B &
FRRG B, R G &85 pL & /MR IS 43 3m A PE
FRic iy SPAN12 ik & FITC ARic i) LOX-1 Hii4 . 7 hepes 2%
MOR PR E 10 min, e JE T 1060 2 5 B 2 58 o i 2 Ah i
ASCHGE I o SR FH - 38 5 5 5tk BE (MFD) 8 BH P & 0 3R %R . 4 0T
H I /MREE 2 50 000 4>,
1.6 [EHRGEEEF AT & I/ AR I 3 TXB, . & M 5 )5
Bt F142 17K 1R FH I 6 95 Wiz B 38 36 D7 6 A 0 . )™ A% e R
7 i U B AT R
1.7 SEitZab s R A SPSS19. 0 &8 it 8 47 ge it 43 i s
TEa BEORPRUECE R ] T s 3R0R . T B 80 0a] LU 3R T ¢ K
P<0.05 AZEFBAGIFREX.
2 % R
2.1 ADP Xfifil/Mi PAR-1 £IEM M ADP 2B i /M R
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H AR B A E BN KA R M B ADP 375 5 0l /A 3
FEM L. 1 pmol/L ADP LAY i /MR & 4 548 B 4R L fi
BB R A B RV E.5 pmol/L ADP %55 1 i/ 3 4 K
XA - 10 pmol/L ADP 175 5 (19 ifiL /N B SURH SR 4 0 & fE — e » 3R
WP REML. RRMWBERN 6100 FEARTR P&
$ 5 pmol/L ADP E A It /MR 1 #4371« 3 3 370 3 40 i B A
FEH /MR PAR-1 33K 1 5 pmol/L ADP H#{ 5 min f&{ i
/MR PAR-1 63538 fm 35% , WA 1,

54
*k

41 | |

34

PAR-15R3& (MF 1)
I

ADP (umo 1 /LD
* . P<<0.01,
1 ADP 3 fi /M PAR-1 3R 3% B 22 M

2.2 CRP %} ADP i S 19 /M7 PAR-1 Z35 M 8 /0
M Ui 2 W AE 25 T CRP(25 pg/mL,50 pg/mL), Tl 10 min, %8
Ja A 5 pmol/L ADP,37 °C #5 & 15 min, R H i =X 40 fE AR 4
/MR PAR-1 323k, 458 Box CRP 2 vk B 4K 19 40 1
ADP i S 1/ PAR-1 B335 . 1/ PAR-1 E’J MFT M\
3.33+0.11 FREF] 3.0640. 15(25 pg/ml CRP) , i — 2 T %
£ 2.82£0.10(50 pg/mL CRP), WK 2,

4

3
2 I I
1
0

FFERLE CRPZSpg/mL CRP 50 pg/ml

CRP (60 a/nL)+ADP 020 (95 g/ ) +ADP

PAR-13R3% (MF1)

©*,P<0.01,
B2  CRPX ADP R A M/ME PAR-1 X B3 00

: P<<0. 05,

2.3 EHRARITX ADP S W I /MR PAR-1 RIKH W 7E
FIRT LS T 1 pmol/L.10 pmol/L ¥R Ah 7T F & i /MR it
HopEE 10 min. R 5 MA 5 pmol/L ADP F I [E 7 15
min, 7 240 E ARG /MR PAR-1 363k . &5 R 88 %K
7T Ak 3 o AR AP A A i /AR PAR-1 35,1 pmol/L 10
pmol/L & & {1 T # PAR-1 /) MFI gy 84 ADP #ill #
3.33410.11 A3 BIREE 3.114+0.18 #1 2. 72+0. 14,

J B UETE CRP £7 76 9 45 10 T 3% £R A 7T X 1 /M #L PAR-1
FIKMFL I 4% 50 pg/mL CRP 1 10 pmol/L 4R A1 7T [ i
AN ML/ L 2% 3L R % B 10 min, 2R J5 il A 5 pmol/L ADP

LI E 15 min, 530 PR BEA CRP R £t 77 58 B 52 40 1
[ﬂ]_/] # PAR-1 B335 (MFI Jy 2. 320, 11), % Bl 4 i CRP
AR VT R A5 5 L 3 (P<0.05), WL 3,

2.4 CRP #0132t 77 % i /MR TXB, & BB BE il B 5 b
Fl+2 Emygm  m/htk TXA, & W PGH, % 1Lk
TXA, 1 T TXA, AT E AEF R TXA, 1Y% e A
7 TXB, . & I /MR ML3EAE ADP il Z B S5 45 3 50 pg/
mL CRP = 10 pmol/L FH Ml 7T T 1 10 min, FF45F 5 pmol/L
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ADP J38 15 min, TXB, B4 00 >R FH 5 o 28 1 70 40 4 0 & 1
ANAR L 3 . B2l ADP il R I D B i 2 3R Gk TXB, M
(88.26423. 38)pg/mL #hNZ (185.30+41. 82) pg/mL., 1 i
He4h T 50 pg/mL CRP ffi TXB, f& % (112. 68 + 24. 48) pg/
mL, [A#£,10 pmol/L I & Ath 7T [ A4 TXB, B¢ % (146. 48 £
46.54) pg/mlL,

VR I DR R B F1 -+ 2 ] DL W i /0N B T B R A R
TR TG e 98 3 7 B R B I /AR I 3K FL+-2 (KA k. &
/AR 3% AE ADP i) 38 22 1 11 56 45 T 50 pg/mL CRP 2 10
pmol/L AL A 7T F W 10 min, FF 45 F 5 pmol/L ADP il # 15
min, B4l ADP #l|3#{# F1+2 M (0. 6540. 20)nmol/L. T} &
(1.1820. 80)nmol/L(P<0.05), i #i %44 F 50 pg/mL CRP
ffi F1-+2 380 (P<C0. 05) ,1fif 10 pmol/L AR AT Xf F1+
2 LI B (P>0.05), Wk 1,

* . P<C0. 05, :P<C0.01,
3 EfkMliTH CRP 3 ADP #I#H
/MR PAR-1 535 B9 % 0

* 1 CRP 0 % fh T 33 /MR TXB, & B & & i B
BERBEFI+2 £EFBISm(z+ts)

AT+
[E]
TiH X RRZ izl ADP 20 CRP 41

ADP 41
TXB; (pg/ml)  88.30423.40  185.304-41.80 112. 70==24.50* 146, 5046, 50"

Fl+2(nmol/L)  0.6540.20 1.1840.60  2.2640.80*  1.214-0.80

* P<C0.01, 584l ADP 41 b4,

** . P<C0.01,
4 4% 4hiTFI CRP Xf ADP % S #y f1 /MR
LOX-1 RixRY 20

2.5 CRP M s 7T 4 1 /MR LOX-1 KK LOX-1
J2& ox-LDL f 47 53 Pk 32 18 & 16 30 Ik o8 R T 16 1 3 ik I A T2 R
R E AR A W H NS S LOX-1 78 H 3R ok a3k
5o A A A A I B ADP Al EUE b Al LOX-1 235 B
I AEFE AT ST CRP R AR AL T2 5 & ADP 5 5 /9
MR LOX-1 &3k . & ML/l i 3% 7E ADP 30 2 i 856 45 7
50 pg/mL CRP,1 pmol/L Al iT s 10 pmol/L & e ftsiT T
i 10 min. £ F 5 pmol/L ADP #I# 15 min. 45 5 & /8 : ADP
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FEOE /MR LOX-1 B 83 in (MFI1: 3. 16420, 23 ws. 1. 56 &
0.11,P<C0.01), CRP X ADP #l| #4 i i /R LOX-1 35 T8
W B el 1 At VT 2 ok B AR 1 O X BE AR ADP 5 2 1
/MR LOX-1 635 (MFI 43 3] :1.804£0. 19,1, 62+£0. 16, 5
Hali ADP Jil B b4, P<<0.01), WIA 4,
3 it it

I /IS E I i 32 & PAR-1 % F ADP 75 S 1 /N B 3 4 A
WARAE R S W T 40 L AR A . ADP B B
i /N2 T PAR-1 63k 35% 247, 1 HZ2 76 ADP #il# 5 min
JG L RR T A X AN AR AL X $R IR I /N AR T8 19 PAR-T 3 AN 2
T PR AN G R L R O GE R BB LN L, X
P78 PAR-1 7E ML /)N A2 22 THT 1 38 0 FU JET 47 78 200 Ff N 19 47 i 5
381 2 T 117 4 3 =X A4l AR 4SS T B, ADP i 3 RE A SF A T 1l /N AR
PRI PAR-1 52 {4 [n] 20 Jifd JI5 3% 17 3534

K I R0 HIE 52 . CRPAS A J2 40 W07 o0 I 4 36 06 100U 149
RAEFR G Y TR e B koA A R T
Danenberg %0 5 i 52 46 % Bl CRP %% % [ BU7E 1M %5 488 497 o Bt
Bk 58 42 28 kA R W] W & L X 3R CRP 2 5 1 gl ki 44
B, CRP 7ERAERAS T 2 515 3 S i iy 14 45 . CRP RE 10 1
T 9 EE% 290 55 A 0 /NP 955 A0 (L B SRS R R G A i
Bk I AR A AR B g P L EE B CRP RAX B s/ ADP il #%
4 i/ A 3R 4 T EL B 82 ADP R /AR PAR-T 19 3R
3K XA R JRAE AR A T BEM /MR PAR-1 1 35, 1X 5 STk
IE—8 . ik CRP 2 o i 4 7 & I A J2 58 i 52 0 i /)
R PAR-1 [ 3R3K 1M w] BB 2 30 1k 2 e 8 M D e R AE 0. © A
HRIE RS . CRP B3 A F T 20 2 2F ¥ il DAt 28 496 0 5% i ot 45 24
Fia 4120 P9 F 10 T35 k45 1 i gk am o BT . CRP R 1A I/ B
PAR-1 L A VE 2 A WF5E &K I, CRP g FE AR TXB, Y%
ik TXB, & TXA, Bk ARl # . TXA, 76 ADP 3 &3
/NS R R B REE, B — 5% &3 CRP T
Y1 50 B 38 A SRR T, T 3 6 3 5 26 A DO BR K AR 5% . T
4% % B CRP RE5 W% i 45 A8 20 R 40 M 207 B 1k 41 8L 951 4
14 1 5 336 T R L o it A R BL LT . AT ZE CRP R
J8 ADP H3 il /MR PAR-1 Rkl — @ WfER. 55— 5.
UESE CRP fiE 3 e i i 5 BE F1+2 k3%, X $#&78 CRP fEfi
6 35 L T B T A 19 € I TR 55 0l /D AR R THT Y PAR-L 45
B I KA H N i AT S 32 4R T PAR-1 — HLZE R0,
PAR-1 Kk L 58 METE A 6T . R BE#E PAR-1 HiL ik
P T A

7T 25 25 Wy BA By 1k il B R B A i A8 R AP 4R i B AR
TR T . A I 2 R R T S At T AR AT B
AePM i ADP i S 1f /MR PAR-1 19335 . 3X 5 I R IF 52 b iR 18
0 45 Tl AU 77 44 BE F ARG I/ AR PAR-1 A4 35 4 1 3 3% K S A —
O, ARWRITIE K B AR TT BB I ADP 4K #  af # 3K
TR IR AE W PR A 5% o (o A 7T o A 2RO PE T . A I S 4l i
F AR T A AR T AR B 5 /MR AE T L 3] GPIIb-T1Ta 32
TR 3k, UF 1M RE I I 0 4 & B BT . B T PAR-1 #E ADP
b7 AN TE S R RE A e v AR (o I (R R R B R A
I 25 A0 1 5 Ml I /AR PAR-1 A 56, 7T 2525 Wy i Bl
W ROS J& i s 2 NADA+/NADH H il 2 % b A A0 78 b .
LOX-1 /& ox-LDL ¥ 5 ¥ 32 8, — ik g 72 A Ak B IR & F
LOX-1 45 B8, LOX-1 7£ 8 ik B8 fk ¥ B 32 Jé I it 42 T A v 34
EEEEM . JFRERVIE K LOX-1 84 # ADP i 2 /% if1 /)
RS IR R EAL B AR ADP 5 5 B9 I/ B 3R 4 I AL
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R R AR E . 8 e g U A M B R & B ADP fR U5 5 i/ AR
LOX-1 3835, 5 P-gE R 20, LOX-1 235 5 1 /M 6 AL 72 B2
— B H R AT RE T I ADP % R (9 il /MR LOX-1 K3k, X 7]
g A i /M PAR-T R0 — A EZEHLH . B F CRP
Xt ADP % 1 /il LOX-1 3% 6 WA 2 5% . 1iii £ CRP
AR VT A AE TS LR . ADP 5 5 09 1 /M PAR-1 35 F
FETi ], X 4878 CRP #13% A& A 7T M il ADP 5 5 49 1 /)> R
PAR-1 Rk A AR AHLH

MZ PAR-1 7E ADP i 5 (¥ 1l /N 36 1k v i S ZEAE A,
e Al 7T A CRP 53 A [7) AL ) B 8 3 AIK ADP 475 5 19 1L /N AR
PAR-1 (33K 275 76 2 FE RS T A 7T 45 66 e 25 5 2 (9 FT il
AR P S 3 A W DR 8 b 7T 288 245 o 0 i il = R 4R 40 T RS
5 .
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