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Dual antiplatelet drugs—induced small intestinal injury and its possible mechanism in rats
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Abstract Objective: To investigate dual antiplatelet drugs—induced small intestinal injury and its possible mechanism in rats. Methods:
Eighty SD rats were randomly divided into four groups, with n=20 in each group: negative control group, aspirin group, clopidogrel group
and clopidogrel combined aspirin group. Four groups were given normal saline,aspirin (10.41 mg/kg),clopidogrel (7.81 mg/kg) and
clopidogrel(7.81 mg/kg) combined aspirin(10.41 mg/kg) respectively as intragastric administration once a day for 14 days. All rats received
operation after the final intragastric administration, then small intestinal lesions were observed , and the expression level of tumor necrosis
factor—a(TNF-a) and interleukin—13 (IL-18 ) in small intestinal mucosal cells was detected by immunohistochemistry method. Results:
(1)Small intestinal lesions in rats of experiment groups were more serious than the control group (P<0.01), the aspirin group was more
serious than the clopidogrel group (P<0.01), and the double antiplatelet group had the most serious damage (P<0.01);(2)The expression
levels of TNF-a and IL~1 on small intestinal mucosa in all experiment group rats were higher than those in the control group(P<0.05), the
aspirin group was higher than the clopidogrel group (P<0.05), and the double antiplatelet group had the highest levels (P<0.05).
Conclusion: Routine dose of antiplatelet drugs can cause small intestinal injury in rats, and drug combination aggravates the small
intestinal injury compared with that of single drug. Furthermore, the expression levels of TNF-a and [L-1f are higher, which may lead to
small intestinal mucosal injury.
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Tab 1 The injury scores of rats’ small intestinal mucosa in each

group(x+s,n=20)

I3 N BR3P 55
Xof HEZH 0.20+0.45
B ] DEARZH 2.80+0.44
SN TR Al 1.60=0.89
W2 5.20+0.84

4 G Z [ e, 22 S et R L (P<0.01)

22 I HEEEE TNF-o IL-1B & & % 0% 41 2 AL 5 4
& R LU Y A L TNF-a 235 T4
i, SR E AR IL-1B FEEFA TANM
EEAERRE AR 1),

23 AR TNF-a IL-1B 89 &k KT 505
/NGB TNF—o -1 H50) BR 4 52 3 35 5
IKI2eik (P<0.05) , HLBT ] DEARZH 55 SnA% 75 2 A
Fb A2 B KO- 238 (P<0.05 ) , BT 458 B B ] DT
PO AR T R W R KRR (P<0.05) (R 2),

K2 BAXRNGFE TNF-a IL-1f FikKF(xxs,n=20)
Tab 2 The expression levels of TNF-« and IL-1f in rats’ small

intestinal mucosa of each group(x+s,n=20)

il TNF-a(5340) IL-1B(534%)
X HRZH 0.00£0.00 0.00+0.00
B ] DE AR 5.30+1.45 5.05+1.54
Stk Eal 2.95+1.39 2.80+1.40
X2 6.30+1.03 6.00+1.30

4 2 Z 8] 43 P S LU A INF-a IL-18 kK-, 22 A 40T
227 X (P<0.05)



352 FHEHKREEH

5520 4%

Fa ] PEARZH

Xof 4

3 i

T AR AT I /A 24 7 O Jl L5850 R T
Hh R AR BOR BT EE AR T, E ORI LA P
) —2 R4 . 2B 1 45 Rk
i ] ) DE AR £ SR AR B A SRR I/ MR I T AT
WA AR £ 80 0 U AR G2 S 4 o 87 XU [, 4 B0
SHEN R L IR B s A KU, A
WS, A IR T By =] DEAR Y 8 T Ak 18 15 97 1Y
R FEL R 1%~290" s Bk 07 FH B] ] DT AR SR A%
AT AT A XU N 7~14 A5 S, BARH
B X NSAIDs 515 BB A BN HIBFE R Z
{ELXGE BT ) VAR D (2% ) Sk A% TR A9 BT B bt i 7
SIHRGEH O E D HIE T M
i .

1 B ) DC AR i A I FH e ™42 B 1l /Al
254, 9 NSAIDs fZe SLACER ORI AL I8 Y n] READ
Dbl A (1) JRy VR B G AL Zh A
PERRIEAE R, AIPERS T 18 R0 RE U -k R 3
2 R S R O R 5 (2) 2 SR, Bl ) Dt
ARATfeff PR S E E T: rh O i 22 2R S TAL S
Z80 M55 BRI T M 0 6 T 87 IR 3R (prostaglandin,
PG )G U 1T PG AT ARG N 5 R il gt ot , I
VARG ORI B IR SR 10 G 1 B 0, A T 1 240 B v
Az TR ' R R AP VE T . SRS B AR B e
M/NRZ5Y, #5580 wPCAR G A 7 O i il A7
g, SR /N 3R T B 1R R (adenosinediphos—
phate, ADP)SZASEHTR, A BT il /IR TEHE Y Hif
PR3, R PRI ) R MR R SRR I,
AT af /RO TR A A R PR, il A8 P e A
PR, DTS 308 A2 148 T2 B A, il 15 i A2 4

Atk E
A: TNF-o [ 235 (THC, x200) , 1L~1B (11235 (THC, x100) 3 B: TNF—a 55 B35 (IHC, x100) , IL-18 BAMEZ5 (IHC, x200) 5 C: TNF—o B
FEIK(THC,x200) , IL-1B 55 FIPEZRIA (THC, x100) ; D: TNF—o FIPEZEIA (THC, x100) , IL-1B FHEZE A (THC, x200)

E1 &HEKXKRNHEE TNF-o £)JIL-1B( T)&RE

Fig1 The expressions of TNF—« and IL-1 in rats’ small intestinal mucosa of each group
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