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Signal mining and analysis of adverse events of ripretinib based on
FAERS database
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Campus, Quanzhou, 362200, Fujian, China)

Abstract: Objective To analyze the signals of adverse event (AE) of ripretinib by using the US FDA Adverse
Event Reporting System (FAERS) database, and to provide reference for the clinical rational use of ripretinib.
Methods Reporting odds ratio (ROR) and proportional reporting ratio (PRR) methods were used to mine the adverse
reaction signals of ripretinib reported in the FAERS database from the second quarter of 2020 to the fourth quarter
of 2023. The AE descriptions were standardized using the system organ classification (SOC) and preferred term (PT)
of the Medical Dictionary for Regulatory Activities (MedDRA) version 26.1, and signals shared by ROR and PRR
methods were screened for analysis. Results A total of 2 869 adverse event reports were obtained, of which the pro-
portion of female patients (54.02%) was higher than that of male patients (43.71%). Among patients of known age,
the reported AE cases were mainly concentrated in 265 years old. A total of 141 effective signals were obtained, in-

volving 20 SOC categories, including general disorders and various reactions at the drug administration site, skin
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and subcutaneous tissue disorders and gastrointestinal disorders, etc. PTs with high frequency included fatigue, alo-

pecia, disease progression, etc. And PTs with high signal strength included tumor compression, skin keratosis, freck-

les. In addition, a total of 152 adverse event signals which were not mentioned in the instructions were discovered,

including muscle spasms, dry skin, asthenia, pain in extremity, and weight loss. Conclusion In the clinical use of

ripretinib, the pharmaceutical care should be strengthened, and the regular monitoring should be conducted. Be

alert to the occurrence of AEs not mentioned in the instructions, such as muscle spasms, dry skin, asthenia, pain in

extremity, and weight loss, etc. If any related AEs occur, timely intervention measures should be taken to ensure the

safety of medication for patients.
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2 éﬁ% Tab. 2 Basic information of adverse event reports
2.1 HiRERAERSHEKER el /) i /%

W 6 425 AR S S o B MR B 25 W;i . .
(primary suspect drug, PS) 4528 5] 2 869 7] ff %, H: 4@ 1550 54:02
LR 1550 191 (54.02%) , Y3 1 254 4] (43.71%) ; ¥z 65 2.27
7 68.35% M A IR 5 BANTE s R 28R 15k B 55 i/ 5
[/(92.58% ) 3 = 8 B SF PR (FET S Sty A e o s o
B}k RS KW IR ) 856 ], 5 b R oM B - e 1854
29.84%(5£2), Rif 1961 68.35
22 AEGSERRGHREDE ERER TS 4)

0 5 A AR R 4 1110 L AT PT (5 o 2656 92.58

e s . 2 45 1.57

1414, R R 201 REAE IS 40T 1019 PT e g 45 157
A 1R 4 B PR g B 2 24 AN 45 S, Bk [ 2 0.77
KB N BN , B M RGN, & R LA & B[ 15 0.52
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Bl BT AU PR ) R B 5 9 2 N 0 1053
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Tab. 3  System organ class of adverse events with ripretinib [ n(%) ]

SOC et {554k

A BRI S 2 45 i S I 964(23.45) 8(5.67)
F R e Bz B 927(22.55) 19(13.48)
VB 619(15.06) 26(18.44)

B AL B8 B4 4 4l U5 392(9.54) 6(4.26)
KEK A 385(9.37) 30(21.28)
R A B SO AN B 1) I (A5 R AR AR 379(9.22) 23(16.31)

R JOE TR PR 129(3.14) 2(1.42)

I3 55 Ik LA S 118(2.87) 3(2.13)

S R BRI RRE 57(1.39) 4(2.84)

AV E N ) N 34(0.83) 4(2.84)

B I 2 RGN 29(0.71) 4(2.84)

TR T AR IR 13(0.32) 3(2.13)

B I S DR R G 13(0.32) 1(0.71)

oI R GLPIR 10(0.24) 1(0.71)

G &N R 8(0.19) 2(1.42)

B R ik B 8(0.19) 1(0.71)

RS B 7(0.17) 1(0.71)

IR 7(0.17) 1(0.71)

NG 3R GL I 7(0.17) 1(0.71)

LB R B 2R B0 5(0.12) 1(0.71)
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Fie B8R A ARVBORN AR 5 9 B (ROR 19 95% CI R
FEOXT 1414~ AE{F S 47 HET , HE44 10 20 19 PT i
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Tab. 4 Ranking of the frequency of ripretinib—related adverse events (top 20)

He2 PT Wi [n(%) ] ROR(95% CI N FR) PRR(x*)
1 I 55 382(9.29) 3.01(2.71) 2.93(491.32)
2 iy 343(8.34) 11.68(10.49) 11.32(3216.48)
3 Pgs it e 213(5.18) 10.50(9.17) 10.30(1 782.54)
4 JE P i e 191(4.65) 22.28(19.29) 21.87(3 761.37)
5 5% 169(4.11) 5.01(4.31) 4.94(531.45)
6 ANRFM 161(3.92) 14.83(12.68) 14.60(2 025.89)
7 Wz 140(3.41) 5.84(4.94) 5.78(552.42)
8 AR 124(3.02) 3.39(2.84) 3.36(205.78)
9 B 122(2.97) 5.59(4.68) 5.54(453.21)
10 zZh 120(2.92) 2.23(1.86) 2.21(80.13)
11 FERAM AT 115(2.80) 31.36(26.05) 31.01(3284.17)
12 T A 115(2.80) 2.64(2.20) 2.62(115.92)
13 iR 111(2.70) 5.23(4.34) 5.18(374.39)
14 e I 97(2.36) 2.99(2.45) 2.97(127.21)
15 IR 97(2.36) 2.14(1.76) 2.13(58.60)
16 Ji5 3R 84(2.04) 2.51(2.03) 2.50(75.75)
17 F kA e 83(2.02) 111.02(88.87) 110.11(8 450.25)
18 IR 82(1.99) 2.75(2.21) 2.73(90.28)
19 AR 68(1.65) 2.03(1.60) 2.03(35.41)
20 JEE AN S 67(1.63) 2.27(1.78) 2.26(47.18)
A5 BRBRERREEHEE®EE(ROR 95 % CIFRFT20 %)
Tab. 5 Signal intensity of ripretinib—related adverse events (top 20 lower limits of ROR 95% CI)
Hi# PT BE (0 (%) ] ROR(95% CIFFR) PRR(x")

1 Jibyed 3 9(0.22) 197.26(99.04) 197.08(1 580.22)
2 Bk A ARE 83(2.02) 111.02(88.87) 110.11(8 450.25)
3 B 8(0.19) 94.67(46.48) 94.60(703.38)
4 PSS 3(0.07) 68.24(21.54) 68.22(191.35)
5 JihRE IR 13(0.32) 52.59(30.28) 52.53(638.20)
6 M35 375 e P AIG 3(0.07) 52.18(16.55) 52.17(146.26)
7 ESEfE e 3(0.07) 40.32(12.84) 40.31(112.46)
8 MBS H 3(0.07) 33.27(10.61) 33.26(92.14)
9 JiiiE 14(0.34) 32.59(19.20) 32.55(420.38)
10 EERA ML AL 115(2.80) 31.36(26.05) 31.01(3 284.17)
11 5 fihygd 3(0.07) 31.13(9.94) 31.12(85.94)
12 i3 Ao 4(0.10) 28.85(10.74) 28.84(105.79)
13 Fe e 11€0.27) 25.80(14.22) 25.77(258.20)
14 T R 12(0.29) 24.11(13.63) 24.08(261.89)
15 B 18(0.44) 22.83(14.33) 22.79(370.26)
16 S iR 191(4.65) 22.28(19.29) 21.87(3761.37)
17 K RRFLSARIE 12(0.29) 20.07(11.35) 20.04(214.69)
18 BRGNS 31(0.75) 17.17(12.05) 17.12(466.09)
19 AR 161(3.92) 14.83(12.68) 14.60(2 025.89)
20 Wi % 343(8.34) 11.68(10.49) 11.32(3 216.48)
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Tab. 6  Suspicious adverse reactions of ripretinib (top 10)

SOC PT(HH540)
R0 LPR BB B 25 40 4 2L 0 LEEZE (140)
4GNS ) B kR (122)
4 BV K 4 2R AN A5 o B = J1(120)
LA B B S 2 G LU JHEARPE R (115)
KRN REREAR(97)
I A8 55 9 L A8 S I (97)
B R B e T AU B Bz Bk b4 (83)
BN w3 JEHBAIE (67)
B ik B e 12 2epe 7K (49)
4G S BRI (44)
3 itig
31 AEREMAOFERR

AHF5E N FAERS E405 2 T 3R B 2 869 151l i Uk B¢
Jer AE S o FEPER A b, Lotk & AR AE [ LA
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& NREXT 968 25 W) i i 52 P 3 2% , B3 I R 0L 2 pid
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B JCIRTT GIST B R #E 47 78 43 1 KU P4 o 25 L
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AN R FAFZ RS R A —E S E M E.

3.2 AEZRHISOCE PT 52544 S 89 X BR 1%
321 HIREBERHREMEFRERWAERSS
ARBFTELE R BN B e 1Y AE 38 2 &% 204> SOC,
P PT 15 BORHEF L 1 20 44 PT3435 25 it B
PR RO — 3, AL R I 5F (4 BB B 4G
A A5 PR ) W B B AT I 25 A A (R IR
BN AU ) A R (5 RS ) AL
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W R A S PT AL S LR 2 R .= 7
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S5 Vo 8 790 kR 24 750 o AN A 24 )
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322 WMIRBERHXEBER TALEXER B
TR 184 T A0 1 59 (tyrosine kinase inhibitors, TKI) i
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