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Signal Mining and Analysis of Adverse Drug Events of Lactic Acidosis*
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ABSTRACT OBJECTIVE: To analyze the reports of adverse drug events of lactic acidosis, and to summarize the
drugs categories that may cause lactic acidosis, so as to provide references for clinical decision-making. METHODS .
Adverse drug event reports in the United States Food and Drug Administration Adverse Event Reporting System
(FAERS) database were extracted by using OpenVigil 2. 1 software for the drugs from the first quarter of 2004 to the
fourth quarter of 2022, the data were analyzed by using reporting odd ratio (ROR) method and proportional reporting
ratio (PRR) method, so that the drugs were finally classified according to different systems. RESULTS: A total of
18 114 reports of adverse events of lactic acidosis with drugs as the first suspicion were collected, and 31 adverse
reaction signals were finally obtained after analysis, the top 5 drugs ranked by the frequency of lactic acidosis adverse
reaction signals were metformin, linezolid, sitagliptin, linagliptin and empagliflozin, and the drug categories involved
were mainly digestive and metabolic drugs, cardiovascular system drugs, systemic use anti-infective drugs and
neurologic drugs. CONCLUSIONS: Various drugs can cause lactic acidosis, mainly including digestive and metabolic
drugs, and systemic anti-infective drugs.

KEYWORDS Lactic acidosis; Reporting odds ratio; Proportional reporting ratio; Adverse reaction signals; Adverse
drug events
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Tab 1 The top 20 drugs ranked by the frequency of adverse reaction signals of lactic acidosis

LIPS €S B e HIR/R PRR X2 ROR fi ROR fif) 95%CI TR
metformin ZHIRUL 11 465 34.92 369 056. 86 115.88 112.02
linezolid Iz Rz 43 21.79 8 143.66 22.29 20.21
sitagliptin Fatk3IT 203 2.67 211.55 2.69 2.34
linagliptin FItgIIT 118 7.22 626.31 7.26 6.05
empagliflozin Bk 85 2.24 58. 44 2.25 1.82
zidovudine FEFE 82 2.8 96.38 2.83 2.28
entecavir BEFRH 73 7.16 383.27 7.19 5.70
stavudine AflRE 71 8.66 475.12 8.69 6.87
vildagliptin AeR& I 68 9.17 488.68 9.20 7.24
dapagliflozin Py 63 2.3 47.40 2.31 1.80
telbivudine B ke 57 4.39 2 170. 68 4.52 32.53
tenofovir disoproxil Biktat 57 4.69 164. 45 4.70 3.62
diclofenac JEvIN 57 11.48 536.33 11.51 8.86
propofol [IRiELE 55 2.85 65.88 2.86 2.19
didanosine PN 54 7.00 275.10 7.02 5.37
nevirapine BFEAF 43 2.48 38.06 2.49 1.84
daptomycin LR 36 3.63 68.36 3.64 2.62
saxagliptin WHINT 21 214 12.76 2.14 1.40
tisagenlecleucel Bk 17 4.16 40. 57 4.16 2.58
adefovir dipivoxil Pl 55 — DL 15 4.04 34.07 4.04 2.43
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Tab 2 Classification of drugs related to adverse reaction signals of lactic acidosis according to ATC system
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