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Signal Mining of Adverse Events Induced by Ripretinib and Sunitinib Based on FAERS
PANG Peijie', JIA Yingdong',LIU Tianyu',ZHOU Haiping’
(1. Suining Central Hospital,Suining ,Sichuan ,China  629000; 2. Yibin Second People's Hospital ,Yibin ,Sichuan ,China  644000)

Abstract: Objective To provide a reference for the safe clinical use of ripretinib and sunitinib. Methods The adverse drug event
(ADE) reports with ripretinib as the primary suspected drug from May 1,2020 to September 10,2023 and the ADE reports with
sunitinib as the primary suspected drug from May 1,2014 to September 10,2023 were exiracted from the FDA's Adverse Event
Reporting System (FAERS) , and the OpenVigil 2.1 online tool was used for data mining. The ADE signals were mined by the
reporting odds ratio (ROR) and Bayesian confidence propagation neural network (BCPNN) methods. After screening, the top 20
ADE signals in terms of frequency and signal intensity in ADE reports were obtained. The ADE signals were encoded and
classified by the preferred term (PT) and system organ classification (SOC) in Medical Dictionary for Regulatory Activities
(MedDRA 25.1), and the characteristics of ADE signals were analyzed. Results A total of 7 154,18 062 ADE reports were
obtained preliminarily with ripretinib, sunitinib as the primary suspected drugs respectively. Relevant data of the patients with
complete information showed that the ADE signals of ripretinib and sunitinib involved more males (51.89%,61.69%) and elderly
(14.91%, 55. 87%) , and both mainly reported by North America (95.97%, 35.90%) ; the reported severe ADE outcomes were
mostly hospitalization (containing prolonged hospitalization time, 22. 20%,23.93%). After screening,2 567 ripretinib — related ADE
reports were included, 108 PTs and 19 SOCs were involved, and the ADE signals were mainly skin and subcutaneous tissue
diseases (25.09%) ;9 228 sunitinib — related ADE reports were included, 287 PTs and 21 SOCs were involved, and the ADE
signals were mainly systemic diseases and various reactions at the site of administration (25.42%). Common adverse reactions
recorded in the two drug instructions were both detected,but some [seven of ripretinib (such as disease progression,muscle spasms,
skin keratosis) , and three of sunitinib (death, disease progression, and dehydration)] were not recorded in the drug instructions.
There were eight common PTs in the top 20 ADE reports with high frequency for the two drugs,while there were only two in the
top 20 ADE reports with strong signal strength. Conclusion There is a difference in ADEs between ripretinib and sunitinib.
Individualized medication should be realized based on the actual status of patients during clinical practice to improve medication
safety. Clinical physicians should also pay attention to the ADEs not mentioned in the drug instructions during medication.

Key words:ripretinib;sunitinib; FDA's Adverse Event Reporting System;adverse drug event;data mining
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L3 2, Hodr  1C025 #8145 18 7 (1C) 19 95% & 45 [X 1]
(95%CDH FB;N=a+b+c+d.a=B=2,0,=B=y;= 1),
K Microsoft Excel 2021 #4347 8048 15 178 . PT Mg K
Gt
2 #HR
2.1 ADE #REERER

LR D IR JE &P e B e e M A2y

&1 LLBIREEEER

Tab.1 Fourfold table of disproportionality measurement

Atk BARADEREH  HibLADERZEH At

BAxzh a b a+b
—ﬁ-f’&%#@ c d c+d

A3t a+c b+d a+b+c+d

#2 RORZESBCPNNITHAXMESEM KN
Tab.2 Calculation formulas and signal generation conditions for
ROR and BCPNN methods

Mirk A, EELARH

ROR% ROR=ad [ be 02&95%(;1-’:];&>1
9596C] = lnkOR = 1961 Mot b+ 1c+ 174

BCPNN £ c=lug, alatb+ctd)

“atb)ate)

(N+a)(N+B)
77”((1+b+u‘)(a+zr+ﬁ’)

a23,10025>0

(a+ YV + a)(N+B)

(1) 2logy— P
B0 BV patbra)atotp)

N-a-bta-q
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— +
2 a+7'l+\+y u+7+a)(l+\+{x) (/z+z:+ﬁ/)(l+;\"+ﬁ)

§D = /V(IC)
10025 = E(1C) - 25D
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Tab.3 Basic information of ADE reports for two drugs

HRBER(n=7154) A RHR(n=18062)

A
Bl&  Mm(%)  HlE HR(%)

EX 3 3712 51.89 11 060 61.23
* 3339 46. 67 6321 35.00

K 4o 103 1.44 681 3.77

ER 0~18% 7 0.10 89 0.49
19~60 % 548 7. 66 5298 29.33

>61% 1067 14.91 11 059 61.23

Kb 5532 77.33 1616 8.95

Eaka ma 78 1.09 2575 14.26
£ M 6 866 95.97 10 544 58.38

Rk M 120 1.68 2271 12.57

K 90 1.26 2672 14.79

FEADE T 473 6.61 3219 17.82
sk RARAER 17 0.24 301 1.67
£ 1588 22.20 5162 28.58

HE 1 0.01 70 0.39

b0} 5075 70. 94 9310 51. 54

YIH) ADE R4S 7 154 175 .18 0624y R FH LI BEZ L,
RN Y A SE U T LA 3CE B A B
[ HE ) o
2.2 ADEREES

HE ADE 2 K 119 SOC : fie 2498 A St IR JE ADE it
52 5670y, 3-45 108 4~ PT, ¥ & 194 SOC, H: ADE {55
FEAE TR R R H AU S A G e R e
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HZH% ADE 2B 1 SOC

Tab.4 SOCs affected by the ADEs related to two drugs

w0 kAR (n=2567) ARAER(n=9228) - kAR (n=2567) HRAR(n=9228)
BEH RER AAL(%) BEE REL HRL%) BEE REK MRL(%) BFE REEK BRIL%)
ERAE FARERSR 0 64 25.09 29 808 8.76 | HibEAE 1 14 0.55 3 57 0.62
AYURRRLEREAA AR 6 56 21.89 0 2346 5.4 | RETARK 1 9 0.35 2 7 0.08
Y ST 20 366 14.26 62 1737 18.82 | AEMZAGER 3 9 0.35 11 374 4.05
AAIAHFBREGDR R § 84 11.06 7 207 LU | BERRRRAR 1 8 0.31 7 35 0.38
Rt BRI R R R . m 8.65 8 603 6.56 | RRAKEELER 2 7 0.27 12 344 371
S o3y 16 168 6. 54 0109 1191 | SEEFAESR 1 6 0.23 10 116 1.26
2ELEREEERSR 5108 421 16 391 424 | AR AARIIER 2 6 0.23 3 15 0.16
RARERERS 3 89 3.47 12 568 6.16 | FREBEAR 1 5 0.19 | 3 0.03
R EY N L E T T 3 n 0.86 12 97 1.05 | BRAER A% RR 0 0 0 13 178 1.93
e 4%k 2 n 0.86 11 129 L40 | RE5HEEEER 0 0 0 4 28 0.30
HAik Gk s | 16 0.62 4 84 0.91 |4t 108 2567 100.00 287 9228 100.00
=5 MWMZAADEREREIRHZE 2009 PT F*6 MWMAADEREESEEHZF2009PT

Tab.5 Top 20 PTs in terms of frequency of ADE reports for

Tab.6 Top 20 PTs in terms of signal strength of ADE reports

two drugs for two drugs

, kAR BRER , HhER HRER

s PT ko ROR(95%CI) PT Sk ROR(954CI) i ) ROR(OS%CT) 3k 4) ROR(9S%CI) 5k
I k% W4 4660528410 RT 1116 6.70(7.16,6.26) | WEER 249.51(586.83,106.09) 6 eIt 158.00(439. 11,56.85) 4
1 RA 256 18.33(20.9,16.08)  HiE 549 5.03(5.50,4.60) 1 ORBAKE 160.59(200.09,12.63) 59 FaBEIVE  190.74(452.36,43.17) 3
3 RAEHE 159 13.67(16.08,11.63) %% 497 3.60(3.95,3.28) 3 LkEA 190.65(42.05,40.8) 3 ®AHE 121.51(351.57,46.25) 4
4 st 120 8(863596) ARAR 282 7.34(8.28,6.50) 4 ks 92.80(253.79,33.93) 4 HHdH 91.77(154.01,5.35) 12
5 MEE 100 8.32010.18,6.80) 24 279 4.73(5.34,4.19) 5 WAER 61.38(130.56,8.80) 7 EeflidsmEAL  89.34(284.84,28.00) 3
6 M 84 8.09(10.07,6.50) kK 01 9.36(10.72,8.17) 6 KA 55.4006.36.31.85) 13 ®EAR $8.28(112.79,69.00) 68
T OEBUREAE 83 B441.9430.7)  aELE 212 8.38(9.62,7.30) 1 RWAE 50.53(150.93,16.03) 3 HHREEBE  7659(118.6,49.45) 21
§ RBER 8 4515.63,3.61)  FhkE 200 6.22(7.15,5.41) § B 49.97(135.00,18.48) 4 AFEFRE  64.88(205.31,2.50) 3
9 HARASA 81 3.80(4.86,3.12)  AAERAK 192 4.25(4.92,3.68) 0 ERaBEAE BAWUNT) 8 JEEE 63.37(200.45,20.03) 3
0 ERFi 76 10.47013.17,8.30)  kEEB 187 16.61(19.24,14.34) 10 EHEE MA0(T.37,16.40) 7 RBRRE 61.66(67.64,5.22) 520
Il BakE T 438(5.55,3.460)  MAAA 182 3.67(4.26,3.17) I B.070104.33,10.61) 3 A 11.30(55.17,18.51) 8
12 Lhs 63 41205303.2)  oEBRL 170 16.47(19.21,14.12) 10 fEds 29.64(59.69,14.72) 8 REALE 34.67(50.11,23.98) 29
13 kAALE 50 160.50(210.20,10.63) £s4hiAk 151 32.90(38.74,27.93) 13 RBRAEKE 20550441466 8 EmABEAE  3.0008.74,21.9) 131
14 HA 503200405245 KRR 133 8.16(9.69,6.86) 14 RERRE  B.400.69,400) 146 mEAS 30.08(38.53,27.04) 128
15 aktE 4 319(4.35,23%)  oERA 128 32.28(38.53,27.04) 15 2644 28.00050.88,15.41) 11 F#AE 25.58(031.17,21.00) 4
16 4 36 9.43(13.12,6.78) 24k 123 3.33(3.98,2.78) 16 £R&HFF  26.16038.91,17.58) 25 ikk 23.78(36.61,15.45) 102
17 RHAK 75515435 ARTFE 121 8.88(10.64,7.41) 17 Wada ABGL6SE) 5 Fang 2.14(48.79,10.97) 21
18 auFalk 2 3543054 AbGHEEE 114 6.0607.30,5.03) 18 Fibh 20.19032.63,12.49) 17 REAR 2.30037.81,13.16) 7
19 HE 2% 360(5 024)  Ra 106 3.54(4.30,2.92) 19 5% 18.33(20.90,16.08) 256 ML 20.54030.04,14.04) 14
N EREHFE 25 26.16038.91,11.58) KR 105 5.62(6.82,4.63) 0 wpBK 15.54(25.09,9.62) 17 mEEERA  203106.4,1572) 27
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