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[ Abstract) Objective To provide a reference for clinical administration of
amiodarone by mining the amiodarone-related adverse events (ADEs) signals of respiratory
system based on the U.S. Food and Drug Administration Adverse Event Reporting System

(FAERS) . Methods Reporting odds ratio (ROR) method and the proportional reporting
ratio (PRR ) method were used to mine the amiodarone-related ADEs signals of respiratory
system based on the adverse event report data of 24 quarters from the first quarter of 2016
to the fourth quarter of 2021 extracted from the FAERS database. After valid signals were
obtained, the Medical Dictionary for Regularly Activities (MedDRA) was used for translation
and system organ classification. Results Totally 39 166 amiodarone-related reports were
obtained, 6 903 ADEs of respiratory system were reported. There were 71 preferred terms

(PT) with signal, which could be divided into 8 high level group term (HLGT) , among
which the HLGT of respiratory diseases signal number 25 and 3 199 ADE reports accounted
for the most. The top 5 reported PT were dyspnea, pulmonary fibrosis, cough, pulmonary
toxicity and interstitial lung disease. The top 5 PT with the highest signal intensity were
pulmonary toxicity, pulmonary fibrosis, mediastinal hemorrhage, organising pneumonia and
diaphragmatic paralysis. Respiratory failure, wheezing, and acute respiratory distress syndrome

(ARDS) were the top three proportions of causes of death. There were 29 PT that were not
included in the drug instructions, among which chest diseases such as mediastinal hemorrhage,
diaphragmatic paralysis and mediastinal hematoma were not frequent, but strongly correlated
with amiodarone. Conclusions Attention should be paid to the risk of amiodarone-related
ADEs of respiratory system, especially the lung toxicity and acute respiratory disease, focusing
on special groups the elderly, children and these may be high risk factors for male and the
aged, we should strengthen medical assessment of lung function before and after medication,
medication in monitoring, timely diagnosis and treatment, prevent amiodarone the occurrence

of ADE:s related to respiratory system.

[Keywords ] Amiodarone; Respiratory system related adverse events; FAERS; Signal
mining; Reporting odds ratio method; Proportional reporting ratio method
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FOCHAET- R 2R P 2022 43 J1 15 |, 5
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BEGE R MRV WIRIT T IR S R H
WiRE, T A MySQL 8.0 B R it i MySQL
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WRGE . M S NPE ) 1 s AT B 3 b
i 195 /B & 45 JR1 {5 8. (patient outcome information,
OUTC ) % “DE (DEATH) 7 Wyics®, 1ER “4t
T
1.2 ESERS%HITLE
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Table 1. Four fold table of disproportionality measures
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Table 2. Formulas and threshold values of ROR and MHRA

Jiik IS Gl
ROR ROR:%:% SE(InROR) = (%+%+;+%) a=3; RORAYIS%CIRIR>1, WHERAN—MES
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Table 3. Basic information on amiodarone-related
respiratory system adverse event reporting

A RESHIR i (o)
ADEAR 5%

PEHI
ek 1081 34.15
Tk 1930 60.98
AH 154 4.87

il ()
0~17 32 1.01
18~54 80 2.53
55~64 210 6.64
=65 1608 50.81
A 1235 39.01

et #
e 732 23.13
H 2 720 22.75
e 556 17.57
B 245 7.74
oA ALl AR 860 27.17
A 52 1.64

et E R (HI5HL)
eS| 1689 53.36
prE| 449 14.19
gt 180 5.69
Y[ 138 4.36
SO 124 3.92
oAt 585 18.48

Ay
2016 316 9.98
2017 542 17.12
2018 676 21.36
2019 765 24.17
2020 485 15.32
2021 381 12.05
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Table 4. PT suquence of top 50 in the list of the ADE report number for amiodarone-related
respiratory system

¥ PT e ROR (95%CI ) PRR (x?)

1 T ) e 1180 3.36 (3.17, 3.56) 3.29 (1890.64)
2 AR IXI4 650 70.40 (64.88, 76.4) 69.25 (39326.41)
3 NZWk 637 3.64 (3.36, 3.93) 3.59 (1191.27)
4 fiti ez 626 216.78 (197.84, 237.52) 213.33 (98348.50)
5 (] S il 527 18.34 (16.81, 20.02) 18.11 (8283.19)
6 I, 2238 419 9.69 (8.80, 10.68) 9.60 (3181.49)
7 N, 397 10.74 (9.72, 11.87) 10.64 (3413.30)
8 JitiER ¥ s 342 1131 (10.16, 12.6) 11.22 (3130.63)
9 SENEIRE M ZEATE (ARDS) 114 11.44 (9.50, 13.77) 11.41 (1063.35)
10 JitiFR 4 112 6.35 (527, 7.65) 6.33 (497.88)
11 i s BRI 103 2.82 (232, 3.42) 2.82 (120.19)
12 &= 97 455 (3.73, 5.56) 4.54 (266.23)
13 Jiti 7K fieh 93 3.52 (2.87, 432) 3.52 (166.62)
14 57 FIPERT IR PRI 90 3.54 (2.88, 4.35) 3.53 (162.63)
15 SRR v 81 6.62 (532, 8.25) 6.61 (381.84)
16 MLAR A 5 78 24.98 (1991, 31.33) 24.93 (1722.36)
17 it g i 78 6.10 (4.88, 7.62) 6.09 (328.53)
18 i 8% o, 67 20.74 (16.26, 26.46) 20.71 (1216.00)
19 Pk BH ZE VRl 67 2.04 (1.60, 2.59) 2.04 (35.36)
20 R F=SiE] 62 3.74 (291, 4.80) 3.73 (123.41)
21 & 1fi. 57 3.05 (2.35, 3.95) 3.04 (77.85)
22 i 45 11.97 (891, 16.08) 11.96 (443.34)
23 LA 39 11.27 (821, 15.48) 11.26 (358.29)
24 Ry 2l 33 2.64 (1.88, 3.72) 2.64 (33.53)
25 R 30 3.76 (2.62, 5.38) 3.75 (60.24 )
26 JiiER i e 29 2.73 (1.89, 3.93) 2.73 (31.57)
27 R E IR 27 3.56 (2.44, 5.19) 3.56 (49.31)
28 i AL I 25 12.55 (8.45, 18.66) 12.55 (260.4)
29 WREY R 23 5.51 (3.65, 831) 5.51 (84.11)
30 IR T s 210 il 4% 21 13.25 (8.60, 20.41) 13.24 (232.63)
31 Jiti ¢4 1 20 439 (2.83, 6.82) 4.39 (51.95)
32 i & 18 26.43 (16.49, 42.36) 26.42 (422.12)
33 FsYea ity 18 15.45 (9.68, 24.67) 15.45 (237.26)
34 it S AR 15 10.26 (6.16, 17.08) 10.25 (123.20)
35 SRR 15 5.01 (3.01, 833) 5.01 (47.75)
36 Il A 4 15 3.51 (2.11, 5.83) 3.51 (26.76 )
37 Jiti 7 1L 15 2.04 (1.23, 3.38) 2.04 (7.90)
38 it S AR 5 14 10.64 (627, 18.05) 10.64 (120.20)
39 L ST I8 R e 13 5.23 (3.03, 9.03) 5.23 (44.09)
40 JiE e 12 32.38 (18.12, 57.87) 32.38 (346.71)
41 SR IA] TP AT A i 12 3142 (17.59, 56.13) 31.42 (336.27)
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P PT EiTa=n /¢ ROR (95%CI ) PRR (x?)
42 R LI 4k 12 3.89 (2.20, 6.86) 3.89 (25.58)
43 A sk 12 2.80 (1.59, 4.94) 2.80 (13.83)
44 it = fie 12 2.13 (1.21, 3.75) 2,13 (7.17)
45 g PR o vy 11 14.78 (8.13, 26.88) 14.77 (137.96)
46 Pl i 10 14.44 (771, 27.03) 14.44 (122.19)
47 i 2 A OB E 9 27.00 (13.85, 52.63) 26.99 (215.84)
48 NI PR R PP 9 420 (2.18, 8.10) 420 (21.82)
49 PR PERE A 8 12.06 (5.99, 24.27) 12.06 (79.55)
50 R PER R 8 12.03 (5.97, 24.22) 12.03 (79.33)

E o KRR REEREAGLY P R REIADE; PT. HikiE; ROR: R&IALIL; PRR: WLARE LML

5 BREABRHEXMER RSADE(E S8 EHEF RS0 FPT
Table 5. PT suquence of top 50 in the list of the ADE signal intensity for amiodarone-related
respiratory system

75 PT B ROR (95%CI ) PRR ()

1 it 7% 626 216.78 (197.84, 237.52) 213.33 (98348.50 )
2 Jili £ 4 A, 650 70.40 (64.88, 76.40) 69.25 (39326.41)
3 I H 1 4 82.39 (29.02, 233.87) 82.38 (283.73)
4 HARER 98 78 2498 (19.91, 31.33) 24.93 (1722.36)
5 i e 12 32.38 (18.12, 57.87) 3238 (346.71)
6 VM R ST S 4 12 3142 (17.59, 56.13) 31.42 (336.27)
7 Y o i 5 4291 (17.33, 106.23) 42.90 (191.35)
8 () ST P Pt 527 18.34 (16.81, 20.02) 18.11 (8283.19)
9 i 5 18 26.43 (16.49, 42.36) 26.42 (422.12)
10 R JULSgE g 4 44.94 (16.28, 124.01) 44.93 (160.17)
11 it 1 i, 67 20.74 (16.26, 26.46) 20.71 (1216.00)
12 Pl 2R TR UAE 9 27.00 (13.85, 52.63) 26.99 (215.84)
13 PR VR REEAAE 4 31.69 (11.60, 86.55) 31.68 (113.06)
14 P AE K 5 28.34 (11.56, 69.47) 28.34 (126.10)
15 it e ok A T B 3 32.52 (10.18, 103.84) 32.52 (87.06)
16 Jiti & 95 342 11.31 (10.16, 12.60) 11.22 (3130.63)
17 £ 397 10.74 (9.72, 11.87) 10.64 (3413.30)
18 SrERtR 18 15.45 (9.68, 24.67) 15.45 (237.26)
19 ARDS 114 11.44 (9.50, 13.77) 11.41 (1063.35)
20 it = 45 11.97 (891, 16.08) 11.96 (443.34)
21 Il i 419 9.69 (8.80, 10.68) 9.60 (3181.49)
22 W& A A R M 6 21 13.25 (8.60, 20.41) 13.24 (232.63)
23 gl 3 26.86 (8.46, 85.35) 26.86 (71.59)
24 Ui A 25 12.55 (8.45, 18.66) 12.55 (260.40)
25 T 39 11.27 (821, 15.48) 11.26 (358.29)
26 TR 2 2 P 5 R 7 17.37 (8.20, 36.82) 17.37 (105.03)
27 P PENT I 11 14.78 (8.13, 26.88) 14.77 (137.96)
28 EINCE 4 21.49 (7.93, 58.24) 21.49 (75.52)
29 Rl A 10 14.44 (771, 27.03) 14.44 (122.19)
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eSS

B PT A5 H ROR (95%CI ) PRR (x?)
30 & PR AN At 8 229 4 17.91 (6.63, 48.40) 17.91 (62.06)
31 fili s As 5 14 10.64 (6.27, 18.05) 10.64 (120.20)
32 fifisEAs" 15 10.26 (6.16, 17.08) 10.25 (123.20)
33 PR PERE A 8 12.06 (5.99, 24.27) 12.06 (79.55)
34 A ER R 8 12.03 (5.97, 24.22) 12.03 (79.33)
35 i Ji g JE2 7 11.72 (5.55, 24.76) 11.72 (67.36)
36 LN v 81 6.62 (532, 8.25) 6.61 (381.84)
37 JifiFR 4 A 112 6.35 (527, 7.65) 6.33 (497.88)
38 i e R 78 6.10 (4.88, 7.62) 6.09 (328.53)
39 IR A sl 8 9.04 (4.50, 18.16) 9.04 (56.35)
40 72 97 455 (3.73, 5.56) 4.54 (266.23)
41 SCREY KR 23 5.51 (3.65, 831) 5.51 (84.11)
42 TRCRR R I 3 10.97 (3.50, 34.35) 10.67 (26.70)
43 Rk 637 3.64 (3.36, 3.93) 3.59 (1191.27)
44 -2 [ e 1180 3.36 (3.17, 3.56) 3.29 (1890.64)
45 ST P IR R 13 523 (3.03, 9.03) 5.23 (44.09)
46 SRR 15 5.01 (3.01, 833) 5.01 (47.75)
47 RV F =izl 62 3.74 (291, 4.80) 3.73 (123.41)
48 5 1T PR e 90 3.54 (2.88, 4.35) 3.53 (162.63)
49 JitiZK fip 93 3.52 (287, 432) 3.52 (166.62)
50 Jiti #14 1fi 20 439 (2.83, 6.82) 4.39 (51.95)

E . RRTFRRAREABLY B P RIRAGIADE; PT: #ikiE; ROR: JREW/A; PRR: LHIIRE AL

6 BREAFRIE KPR RS ADEESHLGTHER
Table 6. Sequence of amiodarone—-related respiratory system adverse event signal under HLGT

— -

HLGT HER TS [ ADERAS *ﬁ”f‘ﬁ@)ﬁm

LR ES RIS REHZIRE (1180) . MZMk (637) . PFUEZEM (419) | ffi# 25 3199 49.11
PR (342) | BRE (97)

IR B gt 4tk (650) | Ml (626) | [EFHEAIESR (527) | 26 2508 38.50

(BHZEFRYLRAIN ) ARDS (114) | FHEAAE (112)

R RGN AN (397) | MEPERHZEMEMESN (67)  CREY K 4 490 7.52

(JsERRAt ) (23) . HZEMEAMLRER (3)

g REE Ml RUE (103) | MR (8) | Mk (8) . M 4 126 1.93
(7)

JiE 0L A5 2 9 e (78 ) | Miligbk AT (3) 2 81 1.24

MPGERERAMARAE W (39) . Al (20) . BiseAsse (14) . Ml (5) 4 78 1.20

& Fh R fEAURERE (12) . R (5) . AR (4) . HpmpE 5 29 0.45

(Ml S HapspRsh ) s (4) . HRREUR (4)

ATl A: JLITIR PP (3) 1 3 0.05

Hit 71 6514 100.00

VE AT R AREAAR X o F R A ADEA A S 0PTHAT 4 it 47 ; HLGT: F124i45; ADE: B RRF4F
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LAY PT FRIP IR Sy IR R IR TR PR 2
FIWHN LR Z, ([HiFE—PR SRR,

R7 FREAFRIE PR RGEADEIR SR TBI 10 B 45T
Table 7. Top 10 reports of death signals from amiodarone-related respiratory system adverse event

HLGTSET-Z 4% , T HME FET S AL
i HIGT o PR e (%)
1 IR 22 5500 961 3 %3 419 255 60.86
2 IR 22 5 5 961 IR ] 1180 253 21.44
3 FUPNEEEOR (BHIERERAN ) 731 Tl 4l 650 239 36.70
4 IR 22 5 5 961 AT 637 194 30.46
5 FUENGESOR (BLIERERYERIN ) 731 Gk 527 171 32.45
6 KRB RGN (MIEERAN ) 177 Al 397 165 41.56
7 PRGSO (BRAERURRN ) 731 i 626 154 24.60
8 WIS 2 55000 961 iti E8 42 9 342 80 23.39
9 TFRFIE S (BHEERUBGL RS ) 731 ARDS 114 46 40.35
10 IPRRGHNG 961 SR 419 37 8.83

E: HLGT: &fi4iE; PT. Hikid

3 itig

3.1 ADEXRAEBIANOZEFHIE

A B 5E N FAERS 35 P2 v T 2K e 7 )
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