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Abstract: Objective To mine the adverse drug events (ADE) signals of fluorouracil and capecitabine to provide refer-
ence for safe medication. Methods The reports of the above—mentioned drugs in the 19 quarters from the first quarter of
2017 to the third quarter of 2021 were extracted from the FAERS database. The reporting odds ratio (ROR) and the medi-
cines and healthcare products regulatory agency (MHRA) methods were used to mine the signals. Results After deduplica-
tion, 654 ADE signals were detected, involving 27 system organ classes. Among them, the ADE signals of fluorouracil were
mainly concentrated in blood and lymphatic system diseases, systemic diseases and various reactions at the administration
site, gastrointestinal system diseases and diseases of the nervous system. The ADE signals of capecitabine were mainly fo-

cused on gastrointestinal system diseases, skin and subcutaneous tissue diseases, systemic diseases and various reactions at
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the administration site, and blood and lymphatic system diseases. In terms of digestive system toxicity, both drugs showed
strong correlations. The difference was that fluorouracil was more strongly associated with cardiac-related toxicity and he-
matological toxicity, while capecitabine was more strongly associated with skin-related toxicity. Conclusion Most of the de-
tected signals have good coincidence with the drug instructions, which proves the reliability of the research. At the same
time, adverse events that do not appear in the drug instructions are also found for clinical reference.

Keywords: Fluorouracil; Capecitabine; FAERS database; Reporting odds ratio; Medicines and Healthcare Products
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Tab. 1 Fourfold table of measures of disproportionality
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Tab. 2 Formulas and threshold values of ROR and MHR A
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36 900 469 il , P\ i 2 i 2 “drug name=
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Tab. 3 Basic information of ADE reports

S SRR B IE Bt
- Vg ADESER M te/% A% ADEFRER k%

PES 3 2967 48.57 3 8193 31.74
e 2562 41.94 e 15725 60.93

KA 580 9.49 AR 1891 7.33

AR <18 66 1.08 <18 40 0.15
18~59 1907 31.22 18~59 6 425 24.89
>60 3199 52.36 >60 10 849 42.04

KA 937 15.34 KA 8 495 32.91
S EE F 1 604 26.26 K 19 871 76.99
% 1125 18.42 H 1047 4.06

BRI 806 13.19 N 678 2.63

E1E| 557 9.12 B [H 498 1.93

HA 386 6.32 BN 434 1.68

HEEK 1631 26.70 HeEx 3281 12.71

Aoy 2017 4F 1 060 17.35 2017 4 6 081 23.56
2018 4F 1 442 23.60 2018 4F 3824 14.82

2019 4% 1693 27.71 2019 4% 5422 21.01

2020 4E 1145 18.74 2020 4F 5189 20.11
2021 4F 749 12.26 2021 4F 5223 20.24

ARA 20 0.33 KA 70 0.27

At 6109 100 25 809 100
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Fig. 1 Composition ratio of ADE reported numbers in SOC
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Tab. 4 Composition ratio of signals and reported numbers in SOC
FRUIR WA I R e
E Y& . PT . PT
ERe2i = {554 =
WEEC MRLE/% Wss MIELL/%
BRSNS 14 1181 19.51 16 2622 7.33
A B PRI K 2 2R A5 S g 24 1035 17.10 29 4767 13.32
E W REIR 35 858 14.17 86 11751 32.84
HRMZ RGN 17 567 9.37 23 2395 6.69
R BB IR ISP 11 369 6.10 15 1827 5.11
R S Rk B AS B A ek (B R RN B IR 20 365 6.03 58 1491 4.17
W 2258 ) B AR 12 351 5.80 9 117 0.33
Y R AR G2 29 333 5.50 31 296 0.83
L RS BB 13 323 5.34 9 480 1.34
T4 5 IR B A 2R 15 171 2.83 20 284 0.79
JHNA ZR G900 9 113 1.87 18 516 1.44
Jz e R 2 T 4S80 12 100 1.65 42 5710 15.96
KA A 12 98 1.62 37 1357 3.79
HAA B SR A AE 8 41 0.68 32 726 2.03
R A% B 99 5 34 0.56 5 116 0.32
FRp e R R AL ER 3 24 0.40 4 54 0.15
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Tab. 5 Top 20 PTs by the number of reports

HER TR B I KR
PT WAER 95% CIFFR(ROR) PT WEE 95% CI FFR(ROR)

1 gt 352 2.634 346 128 JICAG 3847 5.244 694 508
2 /N /D i 320 9.879 813 621 P 2763 3.138 706 23
3 K 278 2.712 070 508 ERRLT I EE A AE 2614 130.965 909 6

4 1l 253 4.537 264 313 Wz 2177 2.229 928 094
5 Jii Rl 2295 246 8.086 802 762 WX - 1580 2.991 132 624
6 P 240 Rk /i 236 15.102 176 65 P R 1112 9.896 858 414
7 FHIRE A AE 236 28.998 967 87 AR 788 2.638 818 015
8 R HERAMEE 223 11.089 678 98 Jo Bl o 229 749 6.165 198 104
9 BAIIIR 180 2.342 577 302 MR g 724 9.412 133 358
10 4 EpRBLUEAL 159 4.626 174 524 il 631 4.184 748 869
11 AR B kA 129 121.058 263 8 F IR 603 4.064 847 068
12 il %€ 126 4.964 070 937 FP A 240 R 578 3.488 881 73
13 JHe B ik 124 3.291 288 77 FE IR T4 553 2.111 692 797
14 Jig 9 111 2.053 073 93 fHEFR 552 1.982 923 659
15 S IR A 97 2.334 266 26 A R 546 2.561 173 781
16 FER 75 1.981 086 508 FERRAR 8, 545 8.736 021 786
17 RV LA T Bl 66 3.802 543 635 SR 508 2.699 154 546
18 LN 62 2.107 711 785 ML/ NHR I i 479 3.461 399 202
19 Lo afid 58 1.818 966 494 MR T3y it A A ) At 470 2.997 384 421
20 () o 1 A ™ 53 2.928 876 613 i 465 1.995 266 896

E R PR A B AL 69 ADE; R R Fl— ADE #95% CI T FRAA K .

Note: “indicates the ADE not mentioned in the instruction; * indicates the same ADE has a higher 95% CI lower bound.

JiEEZE W4 T L s wE e /B e i AR
Ll 22 )RR S i R 5 At Y 5 A e
SR = | K i R R AY A M R A] LAAE
KGR RN S . HAR PTIIA—3, Horp g
R W W 5 R R e 2 A A8 7 I s T R
TIF 20 SR b 0 6 P s 2 o R B L
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K22 ki T ADE & A R 225 BRI R R
HEEARILGS 25 BLoh, ARBFFE 0 L& BT 245 5 Ui ]
o & VB AY ADE, 91 00 350 DR Mg g 5K B At e T 5|
WA 1% 2R P25 T AR S5 S BG YT T e &
B LA AU 5 A7 U A 45 o A 1 B L SR B 45

5 14 ADE 10 0,45 380K W5 I 1 | S 1) R R ke = . A0 45
Fe L P A 20 Pt S R AT A R BH A
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& WA biE RS
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F RS L AR G ADE {15 1 2. PR SRR
B, FEAE G AT 250, FR W e K FLATT AR W 3 3K
MO B PR R A R E A AL OR T REA K
P, AR AR B MR ZE A S R AR
iy rh B R AT, BRE 8 5 R0 AR &
AR AR O s N PR AR 5 v i 2 1 950 PR s g R 3%
s 58 K0 IE 2% B B 1 ADE 3 803 4] , Hir & 323
), J5 75 480 5], HA 45 B0k 1 L 439 24 5 5.349% i
1.34% , RELFRII 0o LB I O B0 DR
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Tab. 6 Top 20 PTs by signal strength
HER R 5 IE Rt
PT WEB 95% CI FER(ROR) PT WEB 95% CI FER(ROR)

1 TR il = SiE" 9 165.968 971 2 AR A k= 30 202.024 158 1
2 seEAR BNk A 129 121.058 263 8 EERAMLEAIE 2614 130.965 909 6
30 TAmEER A 9 112.811 056 9 EFE2 PN 22 127.837419 1
4 LRSS N 3 101.866 779 1 B 3 66.765 500 25
5 Jule B 2 e 25 5 4 94.357 758 14 bR BN ko ZE 169 39.209 818 67
6 RV LA A I 24 65.334 760 73 RS PE IR MR A 22 P4 530k g 17 33.552 744 49
7 R R R B 4 60.615 882 28 B AL 3 33.310 051 32
8 o I 2 Mk 39 46.917 964 97 S YRS A7 A T 9 32.084 473

9 WA 12 45.206 179 15 WA O 26 29.891 419 82
10 TR 7 38.6224302 B RS 57 45 28.596 630 7
11 BV G bk 35.57121512 HIZI RS A 6 27.224 350 75
12 2B 4 33.923 643 72 IR BEPE 26.725 890 19
13 TS AE 236 28.998 967 87 W& R 26.229 244 35
14 B Wi s 46 27.275 1618 A B R 11 26.097 376 39
15 F e e 14 26.354 196 71 B Rk 5 23.916 810 84
16 R LA Wi e 10 25.532 326 05 SO LR I f 0 L P 10 22.380 035 06
17 A2 I B A6 4 24.576 755 66 PIK3CA Ihfbihze4s 17 21.340 278 83
18 HERMLE I EnE 13 20.987 044 73 B 7 ik D SRAE 3 18.792 553 97
19 TSR I I A 3 19.966 119 21 Yt 2 3 18.792 553 97
20 1M R BERIE 3 18.294 004 8 B i 109 17.564 438 16

E R P A AL 69 ADE; PR =R — ADE #995% CI F FRAE& K .

Note : *indicates the ADE not mentioned in the instruction; * indicates the same ADE has a higher 95% CI lower bound.
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