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Safety analysis on bioequivalence studies of Warfarin Sodium Tablets in healthy
subjects
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Abstract: Objective To investigate the safety of healthy subjects participating in the bioequivalence test of Warfarin Sodium Tablets.
Methods A total of 188 subjects in a randomized, open, four-cycle, cross-control BE trial of Warfarin Sodium Tablets conducted in
Xuanwu Hospital Capital Medical University from 2017 to 2020 were collected to compare the difference of adverse events (TEAES)
between fasting and postprandial administration and the correlation between TEAEs and sex and age. Results A total of 116 cases of
TEAESs were reported in the four trials, and 29 cases of TEAEs related to experimental drugs were mild, mainly abnormal blood
coagulation index (14 cases) and abnormal liver function index (10 cases). The incidence of abnormal liver function in postprandial
administration test was higher than that in fasting administration test (8:2). The incidence of TEAEs related to experimental drugs
increased with age. Conclusion A single oral administration of Warfarin Sodium Tablet in healthy subjects was safe. Most drug-
related adverse events were caused by the pharmacological mechanism of warfarin, and subject’s age was a potential factor influenced
the type and incidence of adverse events.
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Table 1 Basic information of healthy subjects ( X =+s)

Mrl BT RS EBURTE R (kg m2)
Z=fE 94 (64/30) 35.35+8.27 23.01+1.78
#J5 94 (70/24)  29.68+7.01 22.65+2.03

1.2 HNFOHERRFRE

NIEFRHE: (1) FE#=18 Ji & 1 B PEak Lotk 2
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2.5 mg/F). SRS 192002PL. 72191002,
17F0051DC8, ZLtiilFfilittS AAZ1609A1. HHO0142.
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*2 S5iXBRYHERXE TEAEs BACCE
Table 2 Summary of drug-related TEAEs composition

EA s /sl FE A EE /% EA s nifgl FREE%
LrYLE A R T 9 31.03 TR 34k L BAERS [7) SE 1 3.45
WRIRE I & 3 10.34 ML N 1 3.45
B R B IR T & 3 10.34 B IR 1 3.45
WL P EE T = 2 6.90 B Frz 1 3.45
2rYE iR A R RS 2 6.90 PHLTE T = 1 3.45
FUIR b S h T e 2 6.90 S 1 3.45
RETRASER BT = 1 3.45 SF i H I 1 3.45
#*3 SHIEAYTHERER TEAEs MAULE
Table 3 Summary of drug unrelated TEAEs composition
EA s n/fgil Fa A E /% e nifgl FRER%
R R 20 22.99 Ik 2 2.30
I JREE T 15 16 18.39 LRI b2 1 1.15
4t AR T E AR 14 16.09 KATIH 1 1.15
Hh PR LT AR A 6 6.90 R 1 1.15
it =Ea = 5 5.75 ik 7.4 1 1.15
(U] 4 4.60 BRI P9 1 1.15
MR F = 2 2.30 575 1 1.15
Tl 2 2.30 HR R A T T 1 1.15
X - 2 2.30 REHRAFEFH BT = 1 1.15
Wyt e 2 2.30 Bz 1 1.15
M 2 2.30 YEE AR 1 1.15
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x4 TREISBZHFHN TEAEs Xttt
Table 4 Comparison on TEAEs with different medication methods

el BB TEAEMH Rk TEAE/M TEAE /D)

HohResE B MR RS IER RS
e 335 56 15 2 10 1 1 1
£ 351 336 60 14 8 4 0 1 1

%5 TEAEs S#7Ip9HEXMHE
Table 5 Correlation of TEAE with gender

KA TEAE 32 0E B RAEMKM: TEAE 3%

WS il

o (5 /%) SR Hel%)
L] 134 50 (37.3) 17 (12.7)

B’y 54 21 (38.9) 5 (9.3)

*6 TEFUE TEAESs RENT
Table 6 Distribution of TEAEs in different age groups

KAETEAEZRHE KM TEAE 5%

LSO ity R B )
18~24 27 12 (44.4) 2 (7.4)
24~30 54 18 (33.3) 6 (11.1)
30~40 64 27 (42.2) 8 (12.5)
=40 43 15 (34.9) 7 (16.3)
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