BT R R 1 I« — T T GWAS BUHR 2 93 A
ER N RO T

A RS R R BB TR B R SRR TAYESR
M 510060 BFERAEHES FAARERI KA RERERAEN, )N 510080:0 g EfA
BRI SI05154 SRETAELHHEE TELRE, N 5100065 §F ERASHES K4 AR
BRI EESHIRACRIERAEASLE M 510080

o

hESES  RI72;R969.3 XEPRERD A
DOI  10.6039/j.issn.1001-0408.2023.07.17
W E B RTESmELRENGHERXK, FiE RARERESREAT F, A TiE40 8 bR KIBLag B 5%
BH F B ERARH AR-C124910XX AN R E T &K RA XK, SR ABEA T AT 5, d@idid 7 2 w0k H & RAEL
RER AT HRASIH S B R BB AR AR-C124910XX 5 25 4p 18 m R (EIR SN IRIE IR  RAEE RS SR 8 WU S | - P Fe bl fo 4
EPIMEARXR MARF LT ETENMMRERANE, E—FT R ZFT RN ERRES MR RE GHETRE AL mHH
AR AR S B B KRR R X R, FAF ST KRR S0 kIR A R eGA8 MR, BR SR
8 AR 3 B AL S 2 W 4K T @ AR (AUCSss) 38 e 7T VA B35 AR B K 3 Bk R % 8 IUARR 7T | R4S 2 1 s 49 849 & & I T% (P<<0.001)
W f £ BB AR AR-C124910XX 69 AUCss 45 T A& F ok el ad fabkdedl, #t—F 947 27, R Z 69 B A5 25 7% AUCss
#4938 e =T DL A2 3 K 2m B % J [OR(95%CI) =0.80(0.65,0.99) , P=0.040]4= iK% [OR (95%CI) =0.84(0.73,0.98) , P=0.023]#)
RAER, FREAIER A, AR I BALT & AUCss 5 a0 ) B e IR F 0 09 B R 2 B R AL F R (P>0.05), KP4
B % A R A AE R B35 AUCss 590 1A B 4 KRR R R XA AEKRF AR £ 20r e %0 (P>0.05),
510 B iE A A 04 AR IR A A TR R e R a9 A R

KT HABIE BRR; R REAUL; AR R A R B AT B R IR A

XEHS 1001-0408(2023)07-0859-05
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ABSTRACT OBJECTIVE To investigate the causal association between ticagrelor and risk of infection METHODS Two-sample
Mendelian randomization was adopted. Genetic instrumental variables were selected based on the results of the largest genome-wide
association analysis to in vivo exposure of ticagrelor and its major active metabolite AR-C124910XX. The causal associations of
ticagrelor and its major active metabolite AR-C124910XX with drug indications (coronary artery disease, unstable angina pectoris,
myocardial infarction, stroke and ischemic stroke)were analyzed by inverse variance weighted Mendelian randomization model as a
positive control for genetic instrumental variables. The causal relationship between ticagrelor and bacterial infection, acute lower
pneumoniae,

respiratory infection, bacterial pneumoniae,
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acute upper respiratory infection and sepsis were further
analyzed by using this method, and the robustness of the
results was assessed by using heterogeneity tests and horizontal

pleiotropy tests. RESULTS The increase of area under the
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curve at steady state (AUCss) of the genetic surrogated
ticagrelor significantly reduced the risk of coronary artery

disease, myocardial infarction and unstable angina pectoris
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(P<<0.001). AUCss genetic instrument variables of its main active metabolite AR-C124910XX failed to pass positive control.

Further analysis showed that the increase of the genetic surrogated ticagrelor exposure suggestively reduced the risk of bacterial
infection [OR (95%CI) =0.80(0.65,0.99) , P=0.040] and sepsis [OR (95%CI) =0.84(0.73, 0.98), P=0.023]. The results of the

heterogeneity tests showed that there was no heterogeneity in the causal association of the genetic surrogated ticagrelor AUCss with

bacterial infection and sepsis (P>>0.05). The results of horizontal pleiotropy tests showed that the causal association of genetic
surrogated ticagrelor AUCss with bacterial infection and sepsis had no effects on horizontal pleiotropy (P>>0.05). CONCLUSIONS

Ticagrelor has a potential role in reducing the risk of sepsis and bacterial infections.
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