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Abstract: Objective To provide a reference for the safe clinical use of entrectinib. Methods The entrectinib - related adverse
drug event (ADE) reports in the Food and Drug Administration Adverse Event Reporting System (FAERS) system were searched,
and the ADE signals were mined by the reporting odds ratio (ROR) method and proportional reporting ratio (PRR) method. The
preferred term (PT) and system organ classifications (SOC) in MedDRA 25.0 were used to standrdize the expression of aduerse
drug reactions (ADRs). Results

male — to — female ratio of 1:1.27,with the highest number reported in the United States (49.17%). Eighty ADE signals were

A total of 600 entrectinib — related ADE reports were searched, involving 600 patients with a

excavated, involving fifteen SOC, mainly including various nervous system diseases (thirteen signals) , various examinations (eleven
signals) , heart organ diseases (eight signals),etc. The top three PT in terms of the number of ADE reports were death (61 cases),
dizziness (60 cases),and renal dysfunction (38 cases). The top three PT in terms of the intensity of ADE signals were dyspnea
(PRR = 254.501) , lymphangioma (PRR = 125.753),and elevated troponin I (PRR = 90.203). A total of 27 ADRs were found
that were not listed in the package insert,mainly including deaths (61 cases),renal dysfunction (38 cases),and heart failure (26 cases).
Conclusion The entrectinib — related ADRs excavated are basically consistent with those listed in the package insert. In addition
to the ADRs listed in the package insert,it is also necessary to pay close attention to the cardiac function and kidney function of
patients during the clinical use of drugs,in order to timely detect and deal with new ADRs and ensure the medication safety of patients.
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B L2 538 F 448 “Entrectinib” 7 i 44 8 “Rozlytrek”,
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Tab.1 Four — fold table of the ratio imbalance method

EEVESA BA*ADE# %  HALADEHF At
BAR#h 4 a b a+b
Hinzh iy ¢ d c+d
A3t a+c b+d a+b+c+d
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Tab.2 Calculation formula of the proportional imbalance method

P i AKX B A7
ROR#*  ROR=ad/be a>3,95%CI > 1,37 £ %
0596CI = ¢(ROR) £ 196V Ta+ 1/b+ /e v 17d 1 /I\ADE’E‘V‘J‘

PRR#% PRR= [al/(a+b)]/[c/(c+d)]
Y=Llad-bc)(a+b+c+d)]/
[(a+b)(c+d)(atc)(b+d)]

a23,PRR> 2,/ >4, 3* %
AX1/MADEEEF
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2.1 ADE R&EEXEE
6 & 2] B th s J2 A 56 ADE #1245 600 17y, 5 M i
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Tab.3 Basic information of entrectinib — related ADE reports

(n = 600)

REEAE  REEMW) ARK(%) | REEE REH(U) HRK(%)
Hil B 243 40.50 | LRBEE £8 295 49.17
% 309 51.50 Ak 158 26.33
A% 48 8.00 i 13 217
FB <18y 16 2.61 AR 12 2.00
18~64% 19 31.83 Bz 11 1.83
2655 166 21.61 k) 11 18.50

A% 207 37.83
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Fig.1 SOC of entrectinib — related ADE signals

2.3 ADE Z4£3K
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Tab.4 Top 20 signals of entrectinib — related ADE reports in

terms of number

P s0c RAEH(H)  PRR - ROR(9S%CITR)
Zt AYRRRABHIEEARL 6l 2229 2.369(1.818)
L S LTI EY 60 5.490  5.989(4.586)
BARRE BRALRRGASR 38 15.412 16.386(11.794)
RRIE  AARRRAAHFEAARE 36 10903 11.535(8.233)
aERG  AEERE 29 21046 22.065(15.186)
SHER  CBRETAER 26 13373 13.933(9.402)
wiEER  ARMZA%ER 25 27923 29.004(19.479)
1@k EEYE S 2% 4.880  5.042(3.351)
KREER  LEhE 3 4625  4.769(3.143)
eBR ARBZA%GER 18 15,986 16.449(10.285)
£ifxR AEMZAGRR 18 75.541 77.846(48.582)
Kk AHRRFRL G RLAM R L 17 2431 2.473(1.527)
LS AYRERRSHFEAFRE 16 16,706 17.136(10.422)
ABRE  REAREREER 12 2259 2.285(1.290)
HarfBiE LEhs 12 26,565 27.087(15.279)
ERRAG BRRLREERRA 11 2164 2.186(1.204)
3923 BIREHE RS ER 11 2,431 2.457(1.353)
SEME AHRARALLHEARRE 1 2,462 2.489(1.371)
FEBR  AARERALEHREAHRE 1 2,672 2.703(1.489)
BLRE  AEWZR%AER 11 3,607 3.655(2.013)

E AR Y] AP RARA Y ADR.AS Rl
Note: * refers to ADRs not listed in the package insert (for
Tab.4 - 5).
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2.4 ADE {553&E

80/ B JE A & ADEAF 5, 5 FE HEA4 1T 20 (1)
ADEA5 5 W3 5.0 W, ADE 15 53 & HE&4 1 5 /Y PT 4
) Ay I PR X bk L AR LS B T T e SRR R
I 3% 2 M, PRR 43 %] N 254,501, 125.753, 90. 203,
81.208,75. 541,

x5 EMERIEXADEESRBEHAN220MES

Tab.5 Top 20 signals of entrectinib — related ADE reports in

terms of intensity

PT WEH(H1)  PRR ROR(95%CI %)
o oR ) 3 3 254.501  255.775(80. 630)
HEE 3 125.753  126.38(40.243)
ARG 1 & 3 90.203  90.651(28.946)
Bt 2% 4 81.208  81.747(30.411)
£ %R 18 75.541  77.846(48.582)
=Y 8.¥ 4 54.710  55.071(20.524)
3 B 5 5 37.076  37.379(15.466)
N 9 31.892  32.362(16.731)
LS BRI 4 28.000  28.181(10.522)
ok AE 25 27.923  29.094(19.479)
AL 2 R kA 9 27.118  27.516(14.228)
. 2 B AR 12 26.565  27.087(15.279)
MA5R Gt & 4 24.636  24.795(9.260)
BUE R 3 23.415  23.528(7.553)
o i R R 6 21.442  21.649(9.675)
 JLEF 7+ % 29 21.046  22.065(15.186)
Ny 6 19.676  19.865(19.421)
Jrk 2 4 19.299  19.421(7.256)
o VR AR AR B A B 8 16.728  16.94(8.452)
K 5 16.706  17.136(10.422)

2.5 ¥i& ADR

L% B2 it U B A5 R 42 A9 ADR 274>,
TERUHEA BT 3 1 ADR RAETS B DI RES E 0 1R,
SRS T 6114 .38 41 .26 14 T L F 6.
3 itig
3.1 ZRmiEAPRERKEM ADR

P, Bl e 5 iR & A Es AR, id it
AR G B B, R AR 253 R B 35 R & M A R G
PPt L AT AR ST TR R R B ADE 55 B %
154>S0C, {5 5805 HLHEA 5 119 SOC h &R 4 R 50
P (16.25%) , HoR R4 8K A (13.75%) Db B
P (10. 00%) | 4= B M5 95 B 4 25 3 0 45 Fh I 1
(10. 00% ) % & /R I RIR YT S B il SE B AR DG K A, ¢
A R G AL BE B RE R, K IS T iR L YR T T
MR AT, S BHEA T 20 19 ADE (55 E2 W &
G B VRPN S 25 1 45 Tl RN 45 25 48 RGP
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Tab.6 New ADR signals of entrectinib

PT ®_E#(B)) PRR ROR(95%CITFFL)
5e T 61 2.229  2.369(1.818)
B R E 38 15.412  16.386(11.794)
) 5% 3 26 13.373  13.933(9.402)
&k B 11 2.164  2.186(1.204)
B2 fle L 11 8.512  8.652(4.764)
&) J P B S 10 8.617  8.746(4.679)
e e 9 2.552  2.576(1.333)
2 M g R 9 15.906 16.133(8.347)
N7 9 31.892  32.362(16.731)
o LB A B 3 B I 5 8 16.728 16.940(8. 425)
A AT %, 6 2.749  2.767(1.238)
K5 TR 6 8.412  8.486(3.795)
N LS 6 19.676 19.865(8.879)
vfoR 3% 35 5 3.641  3.663(1.519)
5 RE A 5 15.928 16.053(6.651)
A A0 e B AR 4 3.269  3.284(1.228)
MK 4 7.047  7.087(2.650)
3 Bk & R 4 9.949 10.009(3.742)
kIR 4 11.711  11.783(4.404)
Ao B PE B B B AT 4 12.176  12.251(4.579)
A5 B G I 5 4 24.636  24.795(9.260)
oS BRI HEIERF 4 28.000 28.181(10.522)
BB R 3 4.905  4.925(1.583)
NSO 83 3 5.833  5.857(1.883)
W R kM 3 11.562  11.615(3.732)
BRI R 3 23.415 23.528(7.553)
WA G 19t 3 3 90.203  90. 651(28. 946)

P B 0 IR AR G A5, FL R RS ADR 24 it i D] 5
B4 &, 5 3CHR[2, 12 B AT th 2 5 al AL 155
51 HE HE44 HIT 20 B9 ADE {55 A 74> e MBS 155 R B2k
A U AR B K%, 23l A WUES 38 3 L TH i O U e %
DI RE AT ULES T I R JUL AR B i LR
PR G T i o BR(ES EE W KOO IEREE , P R
JE R REAEEC LA B PN 19 CHD3 11 W R A, DA T 375 20
JUERE P, i PR el R0 2R JE ek 07 5 S A A SR 3 0 2
AE , TR O EREPEAROC ADR Y U 2 e BTz
IR A, 5y 51 K2, il RES R R H W AR T
FITAE, A IO 3P N B3 B TR A8 38 T 24 00 1) R 5 5 A2 119
PRE,, G B 57

1 4 ], S B JE i i MU 2 (1 ADR AR TS |
Som I DIRERE T AF 5 AN, ML R S R A
b AR T A5 0 2 U 4R K R UL ADR o f
71N i R 1 7 418 it S8 W) A A A G A b, O R TE A
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EHARNEAR A, B0 S B Bsf 2 ST R 4 N B b B 3 3 A
i TR e et R, R Y I UL S AR PR
PR RS ko R BT R 3G NAE ADR 2 Bl 2 G2 i3
AHFE R B, 25 I A5 10 A F WL ADR AL K
PR YL A B 7R B B S AR D X A RE
55 15 R S s A FH ek 8 v % — sk 1 0 S AN EE AR AR
e B 326 K PR BB A AT G o s I PR A FH L it B Je i
st W IURH SCHE A Sl RAE AR , DA Kbt 2 BT 3
3.2 ZmiiBAHKRIREH ADR

Fr e 6 TN, U e T8y ADR 26274, 225
FET: EShReHE O 2T B ThReE
WL TR 3P it i 5, B v e 45 #2219 ADR BB T
(6141]) R Je b g 259 & i JC P E M A8 T
PR IR =) B, T RS (ELI R A 1L
i e I I A, DR AR 2 4 L e e
AR D RE L E L2 B B0 5E ADR, W JCAH G )
1B, S5 SR Reitk— P W5 S BR/R BE AP N B IR A AR
H B DhRE, K ISR N S R 2 & PR RS
FAZG%2 4 A DU 8 (1 T TH 8 19 & AR SRR L {H ADE
55 (PRR = 90. 203 ) , HE7 Ifs AR 1 FH J8L 5 Je B ok
TR DI Re r R A o B h 2 JE AT g il i R B I R =
U] W s T 25 30 B OC T B B g RGUAE R, s B
AN, S BB
3.3 Mg

AWEFE I FAERS (9 AH K % Bodie 64
855007, BT B JE B G ADR, T i 2 R 5 24
an UL B EEA 3, EEW MR AE RGN, &K
Ko Ay, O R A% B R, 4 B PR S 4 25 3R 45
I, P 2R 58 M R B s 55 , 6 B Sk 2 | it UL T
TR B RS AR UL ADR, B BISE TS B T RE
FO T 2N B0 A 2 0T A R AR S
ADR . $2 755 Il R (58 FH R84 @ I I 1 o e O 3 o L
ADE 5541, 38 1 2 8 W ET i) ADE A5 4845 , LAE K&
B R IIHIRIT B R 3 2 4 25 RAAEAE I T JR BR
PE: 1) FAERS h A K B MRG0l BEAFFERE e T 12 55
[ 4 2) HE 24 10 5 A s B R Pk i [ 2%
R iSE S I PR AT b Rl R AN 25 S5 3) T
ROR ¥ H1 PRR 3519 09 ADE (5 5 A i1 3 3L,
ADR 5 H AR 259 18] i SC M | (H JC 7% 1 A 1% 1t [R) 2 75
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