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Abstract

Objective: To analyze the adverse drug reaction and their risk factors of Aspirin and Clopidogrel
during the treatment for platelet aggregation, providing reference for clinical medication. Me-
thods: Based on 2009-2012 database of Shanghai ADRs center, ADR cases about Aspirin and Clo-
pidogrel were analyzed retrospectively through age groups or randomized by combination and
independence for retrospective analysis. Also the types of reports, severity of diseases, the origi-
nal disease, the reason of medication, organ damage by ADR, as well as the initial period and re-
sults of ADRs were applied as the observation indexes and were analyzed by using the SPSS soft-
ware. Results: In the groups of combination and independence, their p value of baseline characte-
ristics was above 0.05 (p > 0.05), which indicated no statistical significance. In contrast, p values of
observation index correlation test, report types, severity, bleeding part, ADR results and the initial
period of ADR were below the level of 0.05 (p < 0.05). Comparing the independent risk factors
between these two groups, the result of p values of severity reports, death or life threat, bleeding,
ADR results, and ADR onset of three months was the same (p < 0.05). The result of multivariable
Logistic regression analysis was received forward step by step, ADR didn’t recover, OR was 3.404,
95% CI was 1.518 - 7.634; For weeks of the ADR onset, OR was 3.329, 95% CI was 0.86 - 12.884.
Conclusion: The percentage of ischemia and bleeding in the combined group was higher than that
of independent group, and the unrecovered ratio in the independent group was 2.44 times than
that in the combined group, which might be related to antiplatelet resistance, combined interac-
tion and low dosage. In the long-term antiplatelet therapy, ischemia, risk of bleeding should be
involved in the comprehensive evaluation, and it should develop an individual preventive meas-
ure and medication for keeping balance and getting maximum benefits between antiplatelet ef-
fects and reducing the risk of bleeding.

CESEE .

MEGIH: W2, KEIT, ks, FFIR, Bori. bRl TTAR S SO R S MBS KR S R 2 BT ). R
*£15M1, 2015, 5(3): 29-35. http://dx.doi.org/10.12677/md.2015.53006



http://www.hanspub.org/journal/md
http://dx.doi.org/10.12677/md.2015.53006
http://dx.doi.org/10.12677/md.2015.53006
http://www.hanspub.org
mailto:huangzx59@QQ.com
mailto:huangzx59@hotmail.com
http://creativecommons.org/licenses/by/4.0/

w2l &

Keywords

Aspirin, Clopidogrel, Adverse Drug Reaction, Analysis

B &) IL#k 5 SR AR SR i /MR IR A R R I
R5#h

®ZHY, KEF, AWKE, AMR', Ke#

LR R 2R, i
SR R e

Email: "huangzx59@QQ.com, “huangzx59@hotmail.com

Weks H . 20154F8 H15H; FHHEM: 20154F8H30H; KA H: 20154F9H7H

W =

B Sprbrel ik, kg EED M /MREREEIRTT FRADRKEMADRE REREE, AEKAS
RESE., Fik: LL2009-20124F R ADRH O FE R w] ILAR AT SULAS R B A 24, @i i
PIRXUBLIE 7 BN AT BB 47, DAIREEREL, EREE. BEER. AAENE. ADRBSBER
. ADREIHKH . ADRE RIEAMEZTEIR, FRASPSSEHKAFHRIT . E&F: RHIMNGIRARELS
fEHBER TG ERE X (p > 0.05). FHANZRFHEREREREFREM LERERLE, ZEEE.
H 1. ADREEFMADREAIM B KIEp < 0.05; £ FELogisticEIH53#7, ADRKEFFOR = 3.404. 95%
CI11.518~7.634; ADRFN KKOR =3.329. 95% CI10.86~12.884. Z5if: XUHLAKIGRIT. 4L
REETEHA, BRHRARFHILERNGIAN2.441, TRSILL/MREYHIL. SIHAAGRHEEEA
EFIERRA R KAGUM/MRIGIT MLFE PG BE BRI, Him X, f 2 MR RB RS2
Y5, TEDUM/IMR R 5 FEAK H i XK 2 18] CAEUE-PA f B K3k 3

XA
PR ULAR, SMAGE, AR, 247

1. 818

Bi ] DT AR 5 G R T8 27 V2 N H T e O BRI G AR R . T R 2 R R BB NVRIT
(Percutaneous coronary intervention PCI) & FI7LIIL /MR 5%, KB B9 UE B2 4R 0 7R 1 Hn i/ /e FE 0T
BB BVA AL, JUIHAE S i ik 4% 4 9 (Acute coronary syndrome ACS) A& A= Filidk g it & vp R 45 %5
BEFI[L]o AR =] VT AR SR T /N R EE SR BLIE YT R S5 AR A 0 LA 26 i SR 5 T 24 4 R 1Y)
AR F A (Adverse drug events ADE). 5] — Mt ifil /MR 2540 ] BRI AS [8] 72 A2 A [R] B Bt NSO, IR
SV RIS RGN, S R SE N . R I SR BRI SR8 T TG R ADE. 4 ADE HiEIL
Ja — APV YT MO BT 2 A0, 1R IR, H A B R I R )R Y. (Adverse
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drug reaction ADR)J& 7EAH 4 17697 JATA A 1 VA 10 8 52 2505 1 I AT B o AT 9 B AR AT AP 25 0 A
[F)993 RIVE 97 H B ADE A 52 ADR 45 SR AR 2= Rl B o A, LSS IR IRIR L 25555

2. ‘P EHE
2.1, ISFRER

fifi 146 2009~2012 4F A< 11 [X DAR ] UL AR5 UL % TR 9 PR BE 25 M) 200 ADR i, HERRE R HIZ . &
IR HAB TR LG (TR SRR, PR Abme ., i iBss) AR SRS B, XL ADR Jifil 4%
T T2 RENL > IR, AT Bl Bt 23 A

2.2. MEIEIR

PEJIL ARG, IR RA. PR FUESOWN . HAEREL ADR EEE#E . ADR EIAAN
IFTEI(H ) ADR 45 RAE 90 Hr LS 4E 5 -

23. it Ak

{8 SPSS19.0 B, tFEVRIH(X£S)EaR: R A X KIS % Siil B p <0.05
NESE G FE L, KA R H(odds ratio OR)E %N R ¥ (effect magnitude), 31 95% &
{5 X 17](95% Confidence Interval, 95% CI)# ik .

3. R
3.1. JRIT O E—RRIFAE

BB PR (), BEH 1 Ik%S TRIAVCAR 100 Z 5Bt & Sk 7 75 =50 indl, &
H 1 R4 TEMA% T 37.5~300 =Ml . drvfEdd 111 A, Hd5 84 A, %27 A\, 4Ei# 29~90 ¥,
P15 63.66 £ 13.387 & . Hipudl 143 N, HH 5 99 N, 244 N\, % 34~93 %, “F34 65.45+12.336 % .
PRI LR AR LU 22 R T G2 L (38 p > 0.05), N ZHLI 5 4 i) — R e RHA g T L

3.2. RHIRTTRHMIERIERREL R

2 1) & TR B2 4R b 22 R A W3 M (p < 0.01) (4 1). WM MR KNG E T, Z2REF@p<
0.01) (#2). B, FTFHHA. B, & R, W . BHE RFEFERE BN (£ 3). brAEXEA R
FRUMAR [ N KK I B2, i i R R VAL R G SRR DRI PRI L B JULG 55 Je 2 350 v
TARAER BT 4).

3.3. HImFEVIARE ST

PSS 48 Bl EH ADR K% IH, H4# ADR [ 18.9%. MLl 5 Hpidl i
27.08%:72.92%. W MALIRTT iZAE R RN R y &R ki s hr 4 R 4F 7% 1 faFS T L% OR {E & Xt 1
244 1%, W RPUARME 1, XHUAHBAE 0 (X HEAKCE), KR R 0 2 5 A vk = A O fa R N 2213047
Z N ZRIZ L%k Logistic 171V, 1E st i I3 1) fes b D8 22 1E N B RY I | AR S 475 8 280 L ™ P P8E IOk 4
WAL, ADR S55R . WI46 &0 H55% . ADR X8 EHiH . 4558 27x, ADR 4535 ADR X8 Bt .
ADR W46k HEE & ADR 245 H AR A R EAKRE R, K HL = ADR 45 “RiFf” , ADR
PERT RS “HIRIMAE” , ADRYIGRFEHZER “>1 47 NSO EMEARE5 T, SRk
FRAEN 0.10, SIBRFRIEN 0.15, 13 FI5200 ADR 45 A fE & R & 1) Logisic 3245 [\ 45347 (7 5).
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Table 1. The correlation test of observation index of two groups

1 MAYISRIEIRAR R AR

Wilcoxon W #:4& et A T E R R H I F#R AL ADR %5 5 IR RELR,
z -3.137 —3.5455 -3.255 -2.572 —4.369
Wk 0.002 0.000 0.001 0.010 0.000

Table 2. The contrast of risk factors of two groups
7 2. AR EREXTEE

P E AR PETCE G M A i Hi i ADR £ R R 4 ADR3 H P K Ji
PR (%) 54.48 0.90 42.34 11.70 75.67
I (%) 29.42 2.80 22.38 24.50 87.46
Wi . 0.002 0.000 0.001 0.010 0.000

Table 3. The contrast of bleeding organs in two groups
F= 3. PO4EH M ARA 3+t BR

o 4 ADR J B H I E L =
- =417 BT & I 7x iR & | SR i (n/%)
ﬁ‘{ﬁiﬁ(n/%) 33/70.2 5/10.4 0/0 1/2.1 3/6.3 2/4.2 2/4.2 1/2.1 0/0 47/100
252 (/%) 10/31.3 7/21.9 3/9.4 2/6.3 3/9.4 3/9.4 1/3.1 1/3.1 2/6.3 32/100
Table 4. The contrast organ damage in two groups
i< 4. FEREMENTR
ADR HRERE

i M RS WRRSE RS RR IR RS fh S A B RN LA S B R S IR RS AR T K
FRAEA(n/%) 47/42.3  6/5.4 9/8.1 3/2.7 10/9.0  5/45 4/36 1199  4/36 2118  9/8.1
AT (N/%) 32/224 17/119  14/9.8 22154  7/49 10/70  9/63  19/133  5B35 535  2/14

Table 5. Logistic regression analysis equation of parameter estimation

= 5. Logistic EASH#AEIESHMA T

EXP(B)H] 95% C.1

NIEAR & B S.E. Wals Sig. Exp (B) TR LR
ADR A1 1.225 0.412 8.835 0.003 3.404 1.518 7.634
IMARTE & 17.443 0.095
H If 1.238 0.876 1.996 0.158 3.449 0.619 19.213
H RS 1.802 1.042 2.991 0.084 6.062 0.787 46.727
WP 2 45 2.192 0.977 5.035 0.025 8.956 1.320 60.782
i3/ 357 )i 3.026 1.082 7.820 0.005 20.623 2473 171.998
Zi TER R G 1.131 1.001 1.278 0.258 3.100 0.436 22.027
ngf L E2ESp LR 2.302 1.017 5.130 0.024 9.999 1.364 73.320
4 5 [ BL 1.922 1.064 3.262 0.071 6.835 0.849 55.032
WL 545 2.103 0.944 4,959 0.026 8.194 1.287 52.170
MRS 2.053 1.099 3.488 0.062 7.793 0.903 67.219
IR ARG 2.746 1.261 4,745 0.029 15.584 1.317 184.443
R R 0.869 1.684 0.266 0.606 2.384 0.088 64.689
RIRRELKT 14 14.399 0.025
ADR1 F 1 K9 1.203 0.690 3.034 0.082 3.329 0.860 12.884
W -1.73 0.923 3.519 0.061 0.177
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4. g
4.1, FELRSBMEBESIH

4.1.1. BRINFEHSHMMMREAPRRNXR

48 i FHEFE R0 2 AN (R3S — AR Va7, R R AT X 4 2, ek s - 2597
R, XSAFAEAMRZE F 1 B E BB RCR WA E], S SR T BTG S S i I & AR 1) 3 2 A1 BRRR T L /M i
YT, FRHEXTIATT 7 d B, 29 14% 8 E X BTIRTT O R BLANHIZE < 20%), £ 66% EE XA TG
ST RIMAE R BL[2], 2 11%~44% 85 1778 Sk ks B #Pi(clopidogrel resistance CR) [3], 5.30%~7.20% i
% BT E] DL AR 7t (aspirin resistance AR)ERTCHRAI[4], ZHOR G BB w] ULARIE ST S BLAL T Sk Ag 75 (5],
o Rl DUAR B S R I R, 2 A0% 0 SUEA% B ORI T BTG S R, 17 %o St o s I R A A6 3 5% o] ]
VUK SR8 B AT R0, K1 B2 S5 IE S v s v 5 701 B LT P R 22 0 3 Y A B 78 3 B0 52 3 281
P /R B SRR . Yamagami [6]5R ] “ PE At 200 mg-d ™ + Bl 7] UTAK 100 mg-d ™t 77 A0 H B AR vk
WA T7 52 B ST R B ORI SR A R AR TSR, /MR e s S A R R I
75 mg CR RAEZ my, M/ R 722, Sl S kA2 & (5] [7], XL E R CR Sk i F 44 5L
PR ARAT AH M

4.1.2. AT EEH

SR 5 LMY L e KT T ME I 25 PRI AR, 202 5d CYPAS0 B SE AL /K A i PR A P2 s AN ] 3
5 1L/ R T — B RR IR T (ADP) 24k P2Y12 [Vt s MR R IL 45 G T il — i, i) 40 4 2 1 545 1 /iR
BEES 1 GPIIb/1la 52445 & Je 4k % (1) ADP A58 85 11 GPIIb/INa &A1 (103 A4 , 338 i 00 ) i /DN (1) SR 4
CYP450 figH CYP3A4. CYP2C19 [F] T-Jf e %o ATk A% B v 1tk i A Tk A ke e A P 1 3 ARG B o

4.1.3. BEZSHEMAHE TR

2008 FEE L2 DIRIES S B 2 BA HERE U O S IR BT ] DTAR R & B2 H &
WA BB ) () SR 3 AT I R R 22 ISR (PPY) o AR BESE Fr e R R SEFIMe, 22 R by LS PPI # 3
B2 CYP2C19 AR, MTEHEFLIA PPI AT FEAR SRS B 7 2k m 3 O i 4, F7 CYP2C19 Thikik ok
(1 B8 AR L 1B 5 & IR A FIRE R R I SR B, R A O IS AN R a0 . SR e & 2 20T L
BRI, IR TN SO H 2 22 WA, AN 2 DR M 24 T 11 o403 T e AR U 52 B8R sg i,
{H BT A% 7 E 2K CYP2C19 AR, ZE# ISR = FDA IR ST 5 PPI AU SE A7 7EAH
FAER, i B e A oAt T B B 5 S CYP2C19 B2 CYP2C19 AR HIZ5 W . MhiT 8257 Bk
SEAEREAL I 2 ARG E R IR 5 SRS A, SEMEMEARTT (8 ARAIT . AR AT BTFEAR AT
TERFIEZ CYP3A4 T IFTEAL, TR FE 2 a4 CYP3AS [Al— &5 &0 S il /2, BAT mise i Ay
M2 50 r g TR 2 RS S 2 AR e Ar, i DA RDRE 2 52 0 S A 35 1R R0 o

4.1.4. Z5HHEMI R

AT 5 bR T4 S AP A ) S B I A L 17.12%:6.29%, AL [B] 85 3 A e 20> 35 RS 0 I /)
By BRI BE T i v A B ol T S0 B 3 7 AR B CR O ELSIZRE UL, (EARHE SCHRIA N B AR Bl Z
25 AR B CR AHIK, BLAMNES XUHTH S T AbsdEfIE 75 mg. Hhu2H 77 & 75~300 mg A%

HETER XS CR BIBGVAN 38 E A DUR —Seh it 2 50 S AR AR B 0 26 [R] 22 25 1k 51 ke () S A 7 A
IR ZE 5 70 0 IR, X T Hp s e SR AR VF AT AT AT IR 2 A M A B AR P A7 A R R AR R S 6 h
S A/ B SR A AT B AR TS AT, FE A R L ANE YT T S FLURRT Dd i oK g
AR 4E R & 150 mg [7]; 55 =, W LAk B = BeCOUTIn FH 7 v fth ) s 2B /NSRRI, BT TR

O,
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BH 5 A Bt 14 e 1 B B KN PR IR 2 10 AN 00t afiL U s B8 00, 2R RI I 45 52 TR B Bk AR AL . A2 BEHURIAF
1E 5 Wi H I RS R 1 1 S8 P Ay TR PP, 380 F -5 S A 76 AR T A2 AN [F] 1R 8 K R A T G &7 4%
T EARAR T . BARAITZ5) A B CYP2C19. CYPLA2 XUE AR Ui P 4o M w5 A PR B A A 0o ML 2
ARFEMRE; Bh, ETEAMKES PP PEY LML, EVEETFIRA, SO ErF2ER
[ 9~11 SR, EMEEE ER AE R R IR, NE B R A T R, PPI R HT AR A vT A 2
IR 1] B T2 s v W T A TRV A R G IR AR BRI R, K IR 245 1) P B P 48 b 2 i) 7 A 5 4 41 | 1
T

4.2, RELRmHMEBEHHRESH

CAPRIE 5t 4252 SMA% 35 A0 BT =] TR ™ 25 H i F2F R AR5 00h 1.4%F1 1.6%, 5 igi i i k4=
N 2.0%AH1 2.7%, Bl w] PLARAR T AL TE K = 3B A 2 s B R R AR =, BORE . R AR s, & SHE
F 23 R A AL B (COX) S B2 it b R g3t A= 438 T 15 286 B afL 38 22 (0 1 S iR 32 (PG) 2B ik o S it
SRR ULARAN R, A Sy FF A BRI A TE 5, B8 AT a0 ) i /NIRRT AR 0 AR K DR /i
PR D I3 PN B2 A K TR 7 AT LA BT A I A A RORT B SR Vo i i [ R &2 5 R i, R 2 R AETE OUAF
FEVACE FEIB0 A8 85 o AHIE U PR A R) el 38 B I 0BT 47 51, PR 32 491 B I iE It 33 4, it
10 f5l; % Fisher ¥i#fiku % sig = 0.042; p < 0.05, WAHMPIHMILASG IR X, OR = 2.247; 95% ClI
0.972~5.194, B H ML XKLL 2.247 5. —TUF B RBE T BR8], AR /ANR 2549 & A 3 AGE H if
(R JRUSE EE 43 591 AR 57 BB = DEAK OR = 1.8; MK TR OR = 1.1; Pl @ LIRS &A% FHIf OR =7.4, &
SR 24 7T 2 35 1 I AL T i fE R 1 . KB4 ACS 81 PCI R S 32 b LAY, 5 B A P o]
] DR B AS B AH B A I OB B 38 . i/ MRCR A6 T i R g B M 28 B H L 2215 24, {2 ACS
FPCl B AT 252 MY I IR SIS, DR It R 75 45 24 55 ~TA 487 A6 P I A R I AU, , A e 24 B00S /i f
IO i N S I B B, MR 2T B

4.3. ¥l ADR &Rk EE

BRI R T2 FA Gt 2 T ReM S fa ke R = AT 28 & Logistic 3& 5 HH 0T, wZ&EN
R AR AT 13 4, B R BN L &K% K5 x* = 58.831, sig=0.000, p <0.01. BERIPAKZE KT
B x* = 4.892, sig=0.769. ADR & F AR UF i fal R 3 /& U #5 (1) 3.404 1%, ADR — & P 246 & I fa 6 [
FAE A R H R T —4E1 3.329 %, 7E ADR RUFFEIHHL N % KRG B i 1 R R MK EBMK R
FEIRFNIE . WA PR'E ThRE . MR, P, IR SEEE . 0 45 RS (S sEAR) . RS
(A& HIm). #RFHM. BHR RS, BHERG. £ H ADR RFEAMEE 1 3 NME ADR ih K
H 3 K. 60 K. 68 KIT:; FHZHIRK A AR OB it ; ERSEH N E piE . TTP A0,
O UVEISE, FA AR B VAR B3 o R4k S I A A& 5, 380 1B & 25 B R 5 328, B3 hu e,
EARABTT . SEARAMT BFEARAM T 525 & 2525 2 ADR TS (1 fa R R 2t B A58 TR 7

Ertugrul 5[]} 108 {514 PR Jis i3 L FH 4 i BT A I & B0 AR 5 223 I IR AR Ak i 21 2 3 22 IR A K.
Ajjan S5 [ 1045 w7 IURE 55 5 350 /NSO BT =] VTR e AR 9 i R JA1 46 T v K S A TR Sl 1 8] ] DG Aot
THEACEGN LAk, 538 5B NSO B & TTAR A RSP IRREL AR 7242 . [RIRE SRS 5 B
MEZEF A SRR RIPUA C[11]. BERM, RRER M, 5 IS PPI nTH#I%] CYP2C19, MIfif#
75 SRR B PR A F BEAR[12] . SEAR MY T 28 25955 4+ CYP 3818 th 2 52 S A% B AR AR [13] ACS
FPCI 538 H B Bt 17 v 4k 5 A A GO A% B & 06 PP Aty T, 5 sy At i G0 7 A0 2 e e L T 438
B FE TR B R AE Bt AU [14]
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e HETZB0EdE, Bk ERME AT RET R Z S 5 PP SRIRMITRAE —ER
FEAREARR], (HIX R E B RE R 2 DA R R TG 1 JE 78 70 He DSl I PR S B 212 45 5 AN ) B
B AR ZE AN PR i, SR A VA LB L H o DURS: 8] S A B PRI i AN 25 24 7573, AE LI /s
BRBCR 5 BERALR S I RS 2 ) B AT e K 3R 2 o

EHEWH

b T R 2 B B R BRI RO A R AR (A R B PR —— IR PR
GJ1206).
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