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[ Abstract)] Objective To mine and analyze signals of ischemic stroke (IS) related to
drugs, comprehensively summarize the potential risk drugs, and to provide a reference for safe
clinical medication. Methods IS reports from January 2004 to June 2024 in the U.S. Food and Drug
Administration Adverse Event Reporting System (FAERS) database were retrieved. The relationship

between specific drugs and IS was assessed using the reporting odds ratio (ROR), proportional reporting
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ratio (PRR), and Bayesian confidence propagation neural network (BCPNN) methodologies. In addition, time to
onset and patient outcomes were also analyzed. Results A total of 21,497,699 ADE reports were retrieved, among
which 74,046 cases were identified as IS reports based on the preferred terms search. A total of 77 IS signaling drugs
were screened, of which there were 32 drugs with >30 reports, and Andexanet alfa was the drug with the strongest IS
signal (ROR=52.58). The median time of drug-associated IS occurrence was 166 days, with ranibizumab-associated IS
occurring the earliest (median time of 0 day) and rosiglitazone-associated IS occurring the latest (median time of 1,282
days). Andexanet alfa (31.33%) and three other drugs had higher proportions of mortality. Conclusion Drugs with
potentially high signals of IS, rapid onset of IS, and elevated mortality risk can serve as a warning to help clinicians

in managing drug-related IS and selecting more appropriate alternative drugs for populations at high risk of stroke,

thereby reducing stroke morbidity and mortality.
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Table 1. Four—fold table of disproportionality methods
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Table 2. Signal mining calculation method and threshold standard
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Table 3. Basic information on ADE reports of drug-related IS
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A 7072 (9.55) HApbByy TAEH 13131 (17.73)
il n (%), #] e 2848 (3.85)
<18 1675 (2.26) HoEH 18022 (24.34)
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>60 34619 (46.75) B 28 675 (38.73)
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Table 4. Report numbers and ROR values of IS signal drugs
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BN &ies EilaERAe ROR (95%CI ) 21 Ke sy WAEEL ROR (95%CI )
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DPP4fI il 51 41 3.04 (223, 4.13) Zhidke 206 237 (2.06, 2.71)
[ % 138 2.61 (220, 3.08) THEE R 183 243 (2.09, 2.80)
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Figure 1. Temporal distribution of the occurrence of SGLT2AI 118 86 (28, 305)
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Table 6. Clinical outcomes and proportion of IS for drugs with=100 valid reports
N , EEn (%) ]
e e ST b Rl ARG
K65 B 2454 298 (12.14) 39 (1.58) 2140 (87.20) 6 (0.24) 955 (38.91)
THIRIPHT 666 34 (5.10) 49 (7.35) 409 (61.41) 37 (5.55) 335 (50.30)
ST 652 44 (6.74) 108 (16.56) 333 (51.07) 15 (2.30) 533 (81.74)
HAAHEEE 539 9 (1.66) 58 (10.76) 396 (73.46) 49 (9.09) 287 (53.24)
JeigEe 309 43 (13.91) 21 (6.79) 169 (54.69) 21 (6.79) 219 (70.87)
H R 250 14 (5.60) 27 (10.80) 168 (67.20) 38 (15.20) 224 (89.60 )
SGLT2H 71 230 30 (13.04) 14 (6.08) 153 (66.52) 9 (3.91) 137 (59.56)
THIKETY 207 4(1.93) 20 (9.66) 109 (52.65) 12 (5.79) 132 (63.76)
EEE 206 30 (14.56) 19 (9.22) 136 (66.01) 23 (11.16) 103 (50.00)
TR e 183 28 (15.30) 8 (4.37) 139 (75.95) 9 (491) 44 (24.04)
BB 159 15 (9.43) 14 (8.80) 84 (52.83) 10 (6.28) 148 (93.08)
Andexanet alfa 150 47 (31.33) 31 (20.66 ) 39 (26.00) 36 (24.00) 87 (58.00)
BeiR(ELE] 143 21 (14.68) 20 (13.98) 87 (60.83) 13 (9.09) 79 (55.24)
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ST Y N 118 29 (24.57) 9(7.62) 77 (65.25) 11 (9.32) 62 (52.54)
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