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Mining and analysis of security alert signals of neratinib based on FAERS
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[ Abstract] Objective: To mine the security alert signals of neratinib based on the FDA Adverse Event
Reporting System ( FAERS) database to provide a reference for the safety of clinical medication. Methods: The
adverse drug event (ADE) signals data of neratinib from the FAERS database from the third quarter of 2017 to the
third quarter of 2021 were collected. The data mining was performed using the reporting odds ratio (ROR) and the
proportional reporting ratio (PRR) in the proportional imbalance method. Results: A total of 1 362 ADE reports
with neratinib as the primary suspected drug were collected, and 96 neratinib ADE signals were mined; 71 signals
were obtained after excluding non-adverse drug reaction signals, involving 13 systems. Among them, a total of 48
new signals were not mentioned in the instructions, accumulating 12 systems. Gastrointestinal disorders ADE
entries totaled 2 186 cases, generating 25 signals; new signals from investigations accounted for 85.71% of their
total system signals. Daily dose was not an independent risk factor for the occurrence of gastrointestinal disorders

and investigations ADE. Logistic regression results showed that a course of treatment <7 days was an independent
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risk factor for the occurrence of gastrointestinal disorders, with statistically significant results (P = 0.008 ) ;

compared to a course of treatment <7 days, a course of treatment 1 to 3 months was an independent risk factor for

the occurrence of investigations ADE (OR =4.288, 95% CI of 1.342 to 13.703;P =0.014). Conclusion: No

matter what daily dose is used, adverse reactions need to be paid attention to. The duration of medication is of great

significance to the risk of adverse reactions of neratinib, and pharmaceutical care should be strengthened during

clinical medication.

[ Key words |

WAL e JE — B 1R B R B K T Ak
(human epidermal growth factor receptor, HER ) -Ji% &4
T % 41 75 77 ( tyrosine kinase inhibitor, TKI) , A [A]
B4 # HER LA K PI3K/AKT 1l RAS/RAF 55 Z i
SRS 5 00 B, 2017 4F BB Je 3 A5 5
FDA 1T HER-2 B 5 40 3L M g 9 5 1 4l B
1RY7,2020 4£ 2 25 H & FDA HE#E A 52 JE 1Bk
B REAL TG T ¥ A8 )5 32 0d =2 Fhit HER-2 JR)7
4 30 5 % B M HER-2 BH PR 20 Mo A8 3, OF A
(3 [ 5% 45 4 O 9 4% (NCON) 5 /) ) #fE %o
2020 4F 4 H s e R AE Fe BT, = AR E
BEUE T HER-2 BH A4 69 5 300 2 B0 4R 8 &, 7
F 3z A il 2 RO AE B IR )T 2 ) B9 SR Ak B B IA
S R EYUE P2 LR 2R 1 S ) A
(ol PR g 2 S FUMR R 2 YT 4 R ) e X T
C 58 J 2 2R B 5036 97 HAF 78 2 & KUK 19 HER-2
BH PR L I B8, T 5 B e BUR BB JE IR YT 1 AR

VA= JEAUAIE R N EY g N RCE IS c
32 FRT b T AT Y SRy BR A A K b T e ) i 45 P 2R
EEx E G AN B FH 4 (adverse drug event, ADE) |
A 542 8 52 75 e R P 245 XU + 73 b 2 0 AR5
BT R FDA A R B 2 0] i 24 i 22 2B
&S HEATZ -5 70 b, BRI A BOSE A B 22 e
PR AR S AE RS R 3R, LAY O i PR 22 4 BT 25 K b
WG 22 RS %

ABETE

1 HiEskiE

AR 58 B o IR 3€ [ 24 R AN R SR R R
4t ( Food and Drug Administration Adverse Event Re-
porting System , FAERS) (5 B2, W 4 2017 4E%F 3
FJE A 2021 AR5 3 F AL 1T AFEM K EGE R

104
@7‘ PEHARE 2023 F5E32 55 1 8

neratinib; adverse events; FDA adverse event reporting system; signal mining

Hebr YIS ( American standard code for information
interchange , ASCIT) % #i5 £4 5 A ACCESS,
2 HiEsE

EARAG 7296 599 Gyl HEATE T, S H %
FDA fy W50 A7 $ 4 v Bk, 75 31 6 803 833 iy A5
R A5 5 46 228 1] 4% neratinib” 5 7y i 4% “ Nerlynx”
5 2 2 494 3 fle 5, ADE b g 15 AR BE 2 W)
( primary suspectdrug,PS) p# 45 1 362 iy, X F ik
i ADE 2B, >R ] B B 27 1 ) # (medical
dictionary for regulatory activities, MedDRA ) ) B 3£ K
i#f (preferred term , PT) " AT HLYE Ak 4 415
3 ESKNEE

259 bl IR 2 A VR v L O A Bk R
F SRS Kl R S I i ik —" ik A
S P B LR L (reporting odds ratio, ROR ) i
N EE B ) H5 1 & L ( proportional reporting ratio,
PRR) ¥ % WL T € 25 %) 5 ADE Z [A) 3 78 SC I 19 J7
WU M2 R B R R BRI
ROR 71 PRR ¥ X% 28 2 % JE 9 ADE {5 5 #4742
B, XU A5 5 A6 0 9 2 LR 2 I AT e o 1 AME S
D WEH =3, @ ROR 95% F (X A (C1) FIE >
1;PRR 95% CI FIR >1, @ x* >4, BT
ARG R AR AKX IR TR 2, Hrp a &
/N BARZ Y B AR A RSB b Rox B bR 25 H
A RSOV B e 2 on Hof 25 40 H AR A K B0 Bl
B d KR HA 25 9 HABAS RSN 5 5

R HIRAE 2 x2 FIHR

it F HARA KL g HAbA B e &t
HARZ5 9 a b a+b
HAb 25 c d c+d
&it a+c b+d a+b+c+d




Chinese Journal of New Drugs 2023,32(1)

&2 ROR¥%YH PRRIEAXLHE

RS HHE AN 155 M AFRUE
ROR rog = (¢/0) 95% Cl > 1
(bs/d) =3
SE(IROR) = J(—+ L L, 1, X' >4
a b c d
050 (] = o(ROR) £1.96
PRR pRR 2@/ (a+b) 95% Cl > 1
c/(c+d) =3
SE(lnPRR>=«/<L-71 T ) X >4
a
95% CI:e\vv(l’RR)t|.9b
4 ESoMm Logistic [IH, 432848 1 IR B i — P b fa s [ & .

SN S KN 25 5, &1 X ADE 5 5l 2 1) B
M2 G 43 B 4325 (system organ class, SOC) Fl1iid B 5
A Rl 4 N BB AR 1 (preferred term , PT) K 5
b b Z 9 SOC JEIF Mo LA H F 2570 & 2597
FEAE 2 R V815 2 DIBR AN S8 B et o X336
THECFORH F SPSS 26. 0 HEAT x* K, P <0.05 1K
A G R S HH AR SOC A X HAl SOC 78 Kt
R A RF BAZI 8 N R T

%3

& R

1 ESkRlER

ikt 1362 AP e B MBI
AR 4,5 037 258 R, 28 ROR {5 fil PRR
FAFENE S 96 A~ HEBRAE 2 i AN R R PT Ji5 75 %)
5% 71 4, B 13 4~ SOC, % &4t ADE HAK 3 1
W33,

AR R B R YL ADE {55

RERGME DR

kA

BRARKR F58 WES

BECE/B R/A BE/A
M W R G B R K A R D SRR IR S I RS TR 2 186 25 16
FEIN -3 QNI RIS SN SR 8 SN R I 5 1/ O AN L RN [ R o -3
L I S S AR ME 2 NN R R I
LB VEGR RGOS RN ST S e 515 3 1
TR BRI i e /N IR N r Y 329 3 0
HHM 2 RGP TS B Sk Sk 166 3 2
B Bk B R AV FR S BT IR RS R R PR AR (R R R R I R R R 141 12 9
BRAK TR R R L B AT A B s R
AL B K G G AR WUA S ZE B9 65 2 1
T M A L F AR T B LV D 20 | L DR 3R N RS A L B 2 o bk 59 7 6
R TEE |
B U B 9 R TR G R JB3 e R 2 B Ty BB A A S R NER VB 3R R Bk D R R e 51 5 3
BN N T FTRT R T R 1 W 38 4 3
JF 1R 2 455 92 5 JF 92 HF 3 in 26 2 2
T K2 Y PR R R R 5 R g 10 2 2
HR28% B e LI 2 0 Rz (R 43 36 4 8 2 2
HEBlps & SRR AR 3 1 1

H1E 3 mI UL, B 45 rh i K iy 13 4> SOC B4
I B A5 5, b U P OR R B 15 S 3t 48
AR T BR 67.61% , B 12 4> SOC, 4

AR E SOC REEHY 92.31% o {57 5 18 J& HF /7 1 50
1) ADE {55 L3 4,

105
PEMBRE 2023 FH32 551 8

r



Chinese Journal of New Drugs 2023,32(1)

F4 JE RO IERIEHE T T SO (769 ADE {55

224 1515 ROR 95% CI F KR PRR 95% C1 F KR T4 K
it 3 22.83 7.34 22.82 7.34 T
JIIREEN i 2 3 22.28 7.16 22.27 7.16 I
2 3 21.06 6.77 21.05 6.77 T
o I 2 2 3 19.90 6.4 19.89 6.4 X
A7 1 14 17.33 10.25 17.29 10.24 "
il 7 17.13 8.15 17.11 8.15 T
IR 858 15.75 14.65 13.58 12.77 H
FEMEIR 3 15.49 4.98 15.48 4.98 X
AR 16 2% A 1 3 12.03 3.87 12.02 3.87 X
AR A 3 11.71 3.77 11.70 3.77 X
PRI RE B 6 11.27 5.06 11.26 5.06 X
fH B 220 10.97 9.59 10. 60 9.31 H
1L 97 40 sk 2 29 10.73 7.45 10.68 7.43 I
18 AR (8, 4 10.39 3.9 10.39 3.9 T
MK 85 7.79 6.29 7.69 6.23 H
AR 171 7.75 6.66 7.56 6.52 H
TR 3 7.40 2.38 7.40 2.38 J
FEME IR 6 7.39 3.32 7.39 3.32 x
W% 5 7.11 2.96 7.11 2.96 "
HEAR 58 7.01 5.41 6.95 5.38 H
Bl T 4 7.01 2.63 7.00 2.63 I
B T REAE A 3 6.77 2.18 6.77 2.18 X
e ik, 5L 11 6.59 3.64 6.58 3.64 H
223301 4 6.52 2.44 6.51 2.44 J
RN 406 6.20 5.61 5.84 5.32 H
MR 43 16 4 5 5.69 2.37 5.69 2.37 T
i Ak 51 5.50 4.17 5.46 4.15 H
SRS 35 5.31 3.81 5.29 3.8 H
1ML bR 25 38 6 5.17 2.32 5.16 2.32 X
K IH- 192 4.97 4.3 4.84 4.21 H
B /N R U R R 6 4.94 2.22 4.94 2.22 X
5 WP e 4 4.94 1.85 4.93 1.85 H
EREKSH 3 4.76 1.53 4.76 1.53 T
1 Jl 280 I K 3 3 4.76 1.53 4.76 1.53 ¥
1 & 28 4.63 3.19 4.61 3.19 H
W 55 346 4.63 4.15 4.41 3.98 H
N2 79 4.26 3.41 4.22 3.39 X
Sk 21 4.20 2.74 4.19 2.73 I
B4R N 30 3.93 2.75 3.92 2.74 T
%< 5 3.91 1.63 3.91 1.63 I
RN B R 7 3.87 1.84 3.87 1.84 X
i 3B 80 3.86 3.1 3.82 3.08 H
A 66 3.84 3.01 3.81 2.99 X
L, fifk 5 2k Al 4 3.83 1.44 3.82 1.44 X
ARG 5 1 R e 3 3.75 1.21 3.75 1.21 T
i 5 3.65 1.52 3.65 1.52 T
ER7EUEA 4 3.51 1.32 3.51 1.32 ¥
K B % T 17 3.38 2.1 3.37 2.1 X
1L 5% 9k 2> 3 3.38 1.09 3.38 1.09 I
IR i 7 3.28 1.56 3.28 1.56 I

106
@7‘ CPEBTZAAE 2023 E5 32 B | 18



2 ESAMER

H 118 & 4t ( gastrointestinal disorders ) ADE 3k
2186 fil, %t 25 A~ 55 52 00 5 K ¢ (investiga-
tions) W15 5 i H R GE M5 5 S8 85.71% . K
1362 3 i 5 i 1 Hh AH DG A5 B 8 B /Y 374 13 5 B4R
i HEAT LN R T
2.1 BHERGHERRSMER YEHBER
4 ADE 5 HAh R 4t ADE 520 AR LA R IR S

x5 BWEAL ADE 5HA R4 ADE

Chinese Journal of New Drugs 2023,32(1)

2.2 IRERENBRARSWMER LHRERA
o B I R AR BT A AR B A I B O
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(P <0.05) ; fF HIZh R E B i R 48 ADE (13
MR WL g3t 2 B (P >0.05) . BUAE B 5E 8 W
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N1 SR WA e P N = s e
KA, 56 [ il PR b 27 25 (ASCO) #3805 231 i
BilEi5 " . Barcenas %" Y W, 5 VS T 0F
AT DL e R TR B ST B, A B T kG R
JEIRYT YRR AE o T8 2 B IR 9T B S e Y
0] e 2 49 2= O B 240 mg B 3 3 RS A B AT LA
R AR A s JE AR DG I T 19 & A 38 R S 1 [R] ™
FERE, 2021 4F 6 H 28 HE[E FDA AZ T3 W 5 il
7Y Lt g R A R A L M i R 8 T 2 R 0o 1
IREE X AR S AT M 2 A ) R TG, B AR
1 Ji 43K 120 mg 58 2 Ji4HE K 160 mg 28 3 i K LU
HEER 240 mg, MR G R 2 AT RVS 259 WA
FVHL i BT ATIR T, OF il IS0 A7 2% 1 % Je i o) =
PaRE X T B 4 G T B R S B =2 2]
JEVS B R AERRRIE ) . 36 E FDA HEUER
W8 B A5 A O AN A7 0] s 1 I R s R e Y
B AT I VS AR BT R IR 25 1 R 56 d Py fil
FHS R T Mg TR I, AR A P 2 J 30 R AT i UK T e
PR3 I ] L9 J] i I R T M A A T AR AR TR T
BLTTZE o

ABEFEIN Ry, BRI 5 75 4 FRAE S TSR 5 28 %
VIRTE B Wil RGEA R RN, JCH = B IR 15 Ah i 4
| #8J% (abdominal pain upper) \Ji§ #8 A i& (abdominal
discomfort) | H & & I i %% 5 ( gastrooesophageal re-
flux disease) . H 7 ik <. (flatulence) . H i H I ( rectal

ar
PEMD#]

52023 F£25532 £5 1 8

haemorrhage ) . ' %18 5 Wi ( gastrointestinal sounds ab-
normal ) X Ifil ( haematemesis) ZE{H 4K (faeces soft) . Jif
# (enteritis ) \BZS (eructation) | I ¥ ( thirst) | 5 /& 1
% (hyperchlorhydria) 54 carly satiety) |38 (5 %
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RSO, AR — B I S G O IR S IR &R
BE 55 T AR, m AR 90 A8 2 TP A2 46 75 2 90 & ] 245 7
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