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ADR Signal Mining and Analysis of Adverse Drug Reaction of Ceritinib
ZHENG Dongni, ZHOU Houfeng, REN Changyu, XI Tianlan (Dept. of Pharmacy, Chengdu Fifth People’ s
Hospital , Chengdu 611130, China)

ABSTRACT OBIJECTIVE: To initially evaluate the safety of ceritinib after it is marketed, and to provide reference for the
rational use of drug. METHODS The report odd ratio method and proportional reporting ratio method were used to mine the signals
of ceritinib-related adverse events from FDA adverse event reporting system (FAERS) during the second quarter of 2014 to the
third quarter of 2019. The patients’ gender, age, body weight, daily dose and course of treatment were collected. SPSS 26.0
software was used to test the number of ADR cases of this system group and other system groups by chi square test. RESULTS: A
total of 10 318 ADR reports with ceritinib as the first suspicious drug were collected, and 236 ADR signals of seretinib were
excavated. After excluding the ineffective treatment, 187 ADR signals were obtained, involving 16 systems. Inaddition to those
mentioned in the drug instructions, the signals also included various nervous disease, blood and lymph system disease, infections
and infectious disease, etc., such as hand-foot-genital syndrome, mutation of anaplatic lymphoma kinase gene. Among them, the
ADR reports of gastrointestinal diseases were the most (576 cases). Compared with ADR of other systems, gender, age, body
weight, daily dose and treatment course had significant effects on ADR of gastrointestinal diseases (P<<0.05). Most of the patient
with gastrointestinal ADR after using ceritinih were female (59.9% ), 45 years old and above (70.3% ), body weight<<65 kg
(68.1% ), daily dose 451-750 mg/d (50.2% ), and medication duration less than 3 months (75.7% ). CONCLUSIONS: The risk of
gastrointestinal ADR in female patients over 45 years old and with body weight less than 65 kg after using seretinib is relatively
high. This kind of ADRs are also related to daily dose, and most of which occur within 3 months. Therefore, great importance
should be attached to drug monitoring during clinical use.

KEYWORDS Ceritinib; Signal mining; ADR
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T, ZE G PR AT ST 2 B H sa sk JE s i i T R
TEVERTY Sk, 25 J iR YT NSCLC A3t E
PR3 T UESE  H SOW LI R I A 22 Ak P AT 5 o8
Ao BT EESNE AT K T E RS A B
(ADR) W#iiE , a5 b R G000 B i ™ O i
ARG QT ] AE K VR 28 4 10 il 2P %% i
B PN X 24 1 20 A T PR S DAL T REALX R
(LS HT R 3, X F1% 25 715 (4 ADR WU A 238
WA B R T SN 4 T ) 25 ) & VR I S PR . AR
W5 T 3£ B FDA N R S 45 R 48 (FAERS ) H1 2014
AEER 2 2 i A 2019 AF 5 3 2 B B0 X 2E E R R Y
ADRAE S5 HEATHZHE , FF PR A b6 R 3 (o f8 3 4E 10 1
AR5 R L H ) SR T A ) X H AR ADRAF 5 1)
S, BTN IR A B F 26 e RS %

1 #/REARZE

1.1 #iEkiFES0E

FAERS A FF 1A B e, 25 74> F 5 4, 4301
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AT AN ES A B B[R] R Dy 2014 426 2 222 %2 2019
3 EE, KA TR E T EE ARG L .
ADR &A= 15 B\ ADR 25 J5 %6 N 258 A IR & & 2 i) —
Access B8 B, Br A 2 (R IS SR BE 1
22 974 T4 XS AT 54208 o DS KR 2 S A4 7K
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Tab 1 The algorithm of signal detection
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(1 1
SE(InPRR) V(a T Cer)

T 1

950 Cl = grrmns1 9| ()

A F sk i 3R m 0 R e . AN
25 4% 1 % 41k A http : //bioportal.bioontology.org/ ., https://
www.meddra.org/
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SPSS 26.0 #AEXT 1% Z 420 ADR Bl vk 5 Hofth R G0 4 kA 7
2R, P<<0.05 M ZESFASIT R L.
2 #R
2.1 ESKNEER

10 318 4 ADR #ft 45 H, 28 ROR 4 il PRR 32 4 i
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#x2 ZEImEEH ADRIES MedDRA 5> E K 537
Tab 2 MedDRA classification and distribution of
ADR signal of ceritinib
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Tab 3 Top 50 ADR signal of ceritinib

F54 ROR(95%CI ) PRR(95%CI T
F-RERREEATT 148435(418.81) 1483.78(418.77)
WA 127746(374.54) 127697(37451)
IR AR 927.81(326.80) 92736(326.76)
P (TS 890.61(279.27) §90.27(279.26)
F il 809.65(257.76) 809.33(257.75)
Tt 27834(109.83) 27821(109.82)
NI 27414(131.50) 273.93(131.47)
I 196.07(105.82) 195.86(105.77)
RIS 177.28(102.83) 177.04(10277)
s Agsh 153.55(55.74) 153.49(55.74)
Fi 14459(58.51) 144.52(5850)
B/ 117.26(63.93) 117.14(63.90)
Tt 103.56(37.99) 103.52(37.99)
R 9.77(34.12) 92.74(34.11)
KA AT 80.23(50.34) 80.01(50.23)
R AR 58.08(37.26) 57.89(37.16)
A% 54.64(20.26) 54.62(2026)
RIS A 5327(21.94) 53.25(21.94)
DIERERA D 4875(15.53) 48.74(15.53)
FEREgE 4339(25.56) 4334(25.55)
WRtEERR 41.74(13.32) 4173(1332)
I VAR KB 41.23(13.16) 41.22(13.16)
MRt 41.15(20.44) 41.12(2044)
LK 40.88(31.44) 4066(3131)
Bz 3248(21.10) 3241(21.08)
% 3152(18.23) 3148(18.22)
ofizerd 30.38(17.18) 3035(17.18)
ERTE 25.02(1591) 24.98(15.90)
JEAY R 23.19(8.66) 23.18(8.66)
SRR 2287(733) 287(733)
R 2076(7.75) 2075(7.75)
ki 2055(12.35) 13.92(11.40)
LA 2023(12.55) 2020(12.54)
g % 20.18(12.99) 20.14(1297)
Tk 19.82(6.36) 19.81(6.36)
HHB 19.02(1021) 1901(1020)
HERR 18.36(9.52) 18.34(9.5
B 18.32(6.85) 18.32(6.8 )
eI 17.67(12.26) 17.63(12.24)
AR DML RREA T R 17.58(5.64) 1757(5.64)
LB 17.53(13.75) 1743(13.69)
TFohRest & 1748(1432) 1733(1422)
IR 17.10(7.09) 17.09(7.09)
i3/ 1631(7.20) 15.90(7.21)
B 16.19(6.05) 16.19(6.05)
DB T E 15.57(646) 15.56(6.46)
THBH 1470(5.50) 14.69(5.50)
Jeges 14.04(1147) 11.79(441)
(YA 1376(5.15) 1376(5.15)
MR 13.19(4.94) 13.19(4.94)

T R IE G R 2 B 5 EAFAEY ADR
Note: “is the existing ADR in the instructions of ceritinib
XF ZE i 2 JE A G B 1 R 52 ADR #4170, B RS
ADR 5 HAth 7255 ADRSE MR 2K HLACZE R W2 4.
R4 AT 0L, 5 R S8 ADR UL, JE 1) AT
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Note: “is the existing ADR in the instructions of ceritinib
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ADR () . % % 4 ¥ (59.9% ) AE#E 45 % K UL |

(70.3% ) MAJF <65 kg(68.1% ) . H 7 451~750 mg/d

(50.2% ) JHZGHHE 3N H LN (75.7% ) .

x4 BHEREGE ADR 5Hfth ADR &
&R

ALNESE 47

Tab 4 Comparison results of influential factors be-
tween gastrointestinal ADRs and other ADRs
- - WK (R, %) ,
TR R T
S 5 231(40.1) 617(464) 6363 0012
x 345(59.9) 714(53.6)
L3 1~14 4007 76(5.7) 187920 <0001
15~44 167(29.0) 249(18.7)
45~64 35(564) 450(338)
265 80(139) 556(418)
Rk 10~65 391(68.1) 867(65.1) 50726 <0.001
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Al mgd <150 124(215) 330(24.8 18991 0.001
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