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Mining and analysis of adverse drug event signals related to mepolizumab

CHEN Yaoxin', WU Shaoxing’, LI Haoxuan', XU Yinji* (1. The Second Clinical Medical College, Guangzhou
University of Chinese Medicine, Guangzhou 510405, China;2. Dept. of Respiratory and Critical Care Medicine,
Guangdong Provincial Hospital of Traditional Chinese Medicine, Guangzhou 510120, China)

ABSTRACT OBJECTIVE To provide reference for rational clinical use of mepolizumab. METHODS The reporting odds ratio
method and Bayesian confidence propagation neural network method were used to conduct signal mining and analysis of adverse
drug event (ADE) reports related to mepolizumab in the United States Food and Drug Administration Adverse Event Reporting
System from the first quarter of 2016 to the third quarter of 2022. RESULTS A total of 57 501 ADE reports were extracted with
mepolizumab as the primary suspect drug, involving 16 358 patients. Among these reports, the proportion of males (23.51%) was
lower than females (50.48%). The reporting countries were primarily the United States (51.91%) and Canada (29.94%).
Consumers (71.18%) constituted the main reporting population. A total of 172 ADE-positive signals were identified, mainly
involving 13 system organ classes such as the respiratory, thoracic and mediastinal disorders (41.63%), as well as infectious and
parasitic diseases (14.16%). There were 60 high-risk signals, including 15 that were explicitly mentioned or related to adverse
reactions in the drug instructions of mepolizumab and 45 signals (such as asthmatic crisis, sputum discoloured, purulent sputum,
sleep disorder due to a general medical condition) were newly identified high-risk signals. Among them, 11 high-risk signals
exhibited gender or age differences. CONCLUSIONS When clinically using mepolizumab, in addition to the adverse reactions
mentioned in the drug instruction, special attention should also be given to changes in the nature of sputum, painful respiration,
and sleep disorders.

KEYWORDS mepolizumab; adverse drug events; signal mining; rational drug use; adverse drug reaction

SR AGTIR [ T G R PSRN RN AR R S AR S RS A M i R T 2
FIANIE A % 5 (interleukin-5, IL-5) I AJEAL s et e, WA A9 RAE SR SRIAR] LBTAE 2015 4RAR IR B SR
ATRESHPERLE 2 AR IL-5 WL IL-5 ) o i oMtk P PDAHCHEIITIRST 1250 K BLEARRRY LA TR AR
——— — 21 fifd 1% Wi (severe eosinophilic asthma, SEA)™, [ J5§ T
ARSTE FRARPFREETIIIH No82174313) )Ml 5009 KO F T T ABE % 6~ 11 % L% . FLAIAKTE

e (B I 9 BHI H HERl 55 1 FH LR A2 35 H (No.202201020306)
5 INTFH 5 NV . IR i 4 e £t s,
* St BT, DO S AR oo | R TR R\ SIS R

5. B-mail:20201120430@stu. gzucm.edu.cn (eosinophilic granulomatosis with polyangiitis, EGPA) . /5
4 BAEMEE EATEN, LA S0, WL, B st PRIRVERLATAEIE 2 25 4 1iF (hypereosinophilic syndrome,
1Y TIEIR RGP . E-mail :xuyinji@]63.com HES) . 12 1% 5 - 5 5% % {5 5. A (chronic rhinosinusitis

- 1374 - China Pharmacy 2023 Vol. 34 No. 11 HEZ G 202345 34 65 11



with nasal polyps, CRSWNP)" . 2021 4F 11 H , £IAF]
PABTAE IR [ E AR T, 38 T EGPA U 35 A R
JIGYT , M SEA \HES , CRSWNP 251 [ iIE 7 3% [E /340 T
Il AR HT R B

VAR BT EAT T R I R I FH i S, (R H: B T
B0, A OC 24 N R F5 44 (adverse drug event, ADE) i
EUL . [FET, Z50n RS AR AR /D A bR
HE e B SE I [ 5 R 2R (A FH LA T2 2 4
PPN AEAE— R R o ARk, B A2 1 45 A2 8 by FH
T2 E R, v T A AR 1 7 WL ADE AR5 LA
P25 RS R 28 o ASBIFSE FUR FH HA91) 2 Al xof 56
= FDA A K S #4524 (FDA adverse event reporting
system, FAERS) i SG VAR BT (1 ADE 55 EAT A 5
G307 aE E TS KAEAE R A NN i 247 L5
A2 2 ERRE , USRI IR 2 2 A 253 i —a 1
e =R
1 #ABEFE
1.1 HHEHRIE 51RE

B K U5 F 92 [E] FAERS 03 22, 45 B (0] B oA
2016 4E 55 1 Z2 3 3 2022 4E 45 3 22 i . 35 [%] FAERS 42
AL TS ASCILAS AR T Ecdle 128, 730 N 225 B
(DEMO) . 24 /it 55 . (DRUG) A~ R F 4% . (REAC)
BFAER(OUTC) 5K (RPSR) iR I E] (THER )
FUHZ54E1E(INDD) S TANSE . B2k R AR
FR 72 A3 FH 44 “mepolizumab” FIF i 4% “Nucala” , R 5 5
FDA E " F47 55 52 B i A 5 A7 5080 LB, e &
A5 2 LA S I R B0 Sy B 2R BE 245 4 (primary suspect
drug,PS) 1) ADE e 40 AAHHSE .
12 HiEESRE

HR A W 48715 3 B2 2 1) Mt ) (Medical Dictionary for
Regulatory Activities, MedDRA) H1 1Y “ 15 36 R i 7 (pre-
ferred term, PT) XJ ¥ & ) ADE 24 R #E 47 96 16 Zi 5 o
ADE 70 254 A 2 I MedDRA £ 48 #% B /325 (system or-
gan class, SOC) , W4 T 2L ALY SOC I PT 3L 4 A
MedDRA 25.1 35 A H 58 O Rz e SCR LS
1.3 Rz

A ST R F (BG4 98 7 1 LA R Al vk v i i
& HefH (reporting odds ratio, ROR)3: 5k & Dl H-$ ] {5 X
[B] 326 17F #h 22 ) 2% ( Bayesian confidence propagation neural
network, BCPNN) 7%, i, ROR V& & THi 5k , 11
B RO R BRI 1 BCPNN v & T DL fiy
B R e RS R R E S RE,
U, AT LR R RS G, AT BRI —
R T PSSP e

ADE FHPEAS = I Wb i 7 40T : ROR 2 BUI S
% 959% {7 IX 18] T FR (ROR025) > 1 H. 4R 15 i ¥ =3 %
78 FHEAS 5 s BCPNN #2: L £ B 43 (information compo-
nent, IC)11 95% EAF X 8] T FR(1C025) >0 H AR5 1% =3

TEZED 2023455 34 5 1Y

FER YR 5 5 PIFP AL 4 52 PHAME: , D0 AT 4052 Sy ADE FH
YE(SS . i, BIBR -5 55 [ FDA v 5938 B A ¢ 1Y
PT DAY/ 38 W 3IE S £y, B R e 28 40 A 43 #1 Y ADE FH
PEES

PHMEAS 5 Bl R/ 2591 5 H bx ADE A e it27 500k,
95% {5 X 8] T FRACK 7R BAR259)5 Hbr ADE [A] (1)
I ZR Bk, $RER I R I AR 56 %5 P S h S YA A bt 5 |
%% ADE, ROR % BCPNN 2 iy BARGHE AR K
5T R S T PR E S BEAH S SR
14 SR 55

TN ARG 4 ADE 245 o 9 U AR F B ™ E
ADE %55 BT R E 8T o THECFORER F B BRI AL
Mt E R . R SAS 9.4 84 Fl Microsoft Excel 2021 4%
X B AR A T AL B AN T
2 R
2.1 ESEHEER

ZR T U 5 15 3 25 [E] FAERS H 2016 4E45 1 ZRJiF
% 2022 455 3 2 i DL SE YA R BTN PS 1Y ADE 4
57 501 0y, 396 12 16 358 il i o HEBR 4 256 9] f A
B A A i i &t R AR O 8 257 1) (
50.48%) , P E 3 R 3 845 4 (15 23.51% ) ; FE ERA
BEMW S E (5 7118%) ; E 8 EMER NER (G
51.91%) FinE Ak (15 29.94%), Z5HWE L,

R1 FHHMNBEHRADEREELRESR

B Ak [ (i
1 Uil 3845 2351
it §257 5048
IVIET SR 4256 2.0
A <184 109 067
18~65% 3359 2053
>65% 1570 9.60
S 11320 69.20
ARiN ke 11 644 7118
& 2256 1379
RS R 1204 736
i (3)) 380
HibfELx 456 279
KA 176 1.08
EEEW34) FH §491 5191
mex 4898 29.94
L3 463 283
PEARSM A 957 585
fbeo b K 4534 N
FRFHE 6 0.04
E0]4 102 062
fa Rk Ar 138 0.84

2.2 ADEMHMESHISOCER

iz 181 3R ADE PHM:AS 5 Wi bR 2 4 176 4> 3
TR 54T ADE FHPE(S %5, I F ) MedDRA 25.1 1 {4 5¢
& PT g SC e, 5155 EGPA . SEA  HES . CRSWNP 44
B35 [ FDA L HEAYIE NAIEAY PT, 52015 17243590
FI 4T ADE FHE {55, & 31 18 106 7y ADE it 45 . %
MedDRA 2 K R G0/4% B AT 4325, EIAR BB 1Y

China Pharmacy 2023 Vol. 34 No. 11 < 1375 -



ADE {5543 ) 134~S0C, o, ADE B 54000 3
PERUCH < PP R 58 i S B , 25 S o, IR e I
RGP 5 BT 3 AR PP R G ) S Ny
Pl (41.36% ) , G KA Y2 P (14.16% ) , 25 2451405
HEE N R R RE (7.95% ) . 252,

K2 EHFBEFADEPHMHESERREA/EE
s0C fE bisss 0 R
LUESN el 58 753 4163
SN A 3l 660 3.65
TR BB 30 2563 1416
KIFARESTHAE 16 780 431
SRR R R R 10 1275 04
AU g B R 7 1439 795
B AU B A 5 1301 719
[E305 4 582 321
GE ARG 4 304 218
Bk B TSRS 3 0 398
fivi 2 n 178
TR 1 494 273
WM RS 1 37 020

2.3 ADEGRXESHIZIEER

B TR BB 172 4 ADE PHHE(S B4 IR (5 B 0m 5y
I PARUE oG, BRI, #E 23R8, 45 2845145
HHEE SR EI RE , 45 Fh AR RSP 355 5 ADE 6%
B S5, & A35) 1441 ADE FAMAE 5. iR EIES
5w HA S % M A0 ADE, 76 Hh 5558 & ) L) /Y ADE
BHAE %%‘EP HERR FAR A IR 1 S oS % i (E A ADE 401
A A AL RE S 45, SRR T g Ik 20 PR R &2 TR
AN AT B A S A T A DG ADE FHIES 5, i
LA A =R AE S, T IL 3R 3. MR, 4% ADE #)4
BOR45 SOC T HEFF AT 340 (“PN 40 R G IR 7 K
W2 HA 1.2/ ADE BHYES 5 ) B PT 5112 1 3k
X H A5 5 R R S R a5 R L 4, 5533
A 4, 1Az H 601 ADE = RS A5 5, Hih 154~ 28
THRI AT 24 i U I 5 I 1 A Bl O ) 24 AN R
A5 TR R KRR 5 o
24 ERABEHIADESXKESSEEER FRINXR
2.4.1 HEFEMIMNEER  ARUFRNER T BRI
BRI, R H ROR 32244 LR 2 8 21 9 60 4~ ADE
AR Z 27 T 5 MRG58 M BHES
XU E (3B P RORE/ &Pk ROR 1) K T4 F 1.5 18 55 %
FEAE T BHPEAE 5 1 A e A = AR BT 5 A5 5 8oA
S BRI E T s AR, 2 Lo tAs 55 WU He (Lot
ROR{H/% EROR{EW?#T L5 B4 PE = T BHYE R
T 5 M P A B A S MNZ AR S A N e e
RS A5 51, alad T, AT ST T 22 5 0 v KU £
SIS, Ho SRR Y B R A ]
RE & AR 292 R A MR i e BREE 1 E T
SN RN 5 1 M BB A AT e & AR R ™ e R
N R R EA R . S5 RIS,

- 1376 - China Pharmacy 2023 Vol. 34 No. 11

®3 EFHMBERPEEERU LR ADESRKEES

(BCPNN %)
s0C PTORESUN) a5
VRS KOSl PRIRIRAE (2 310) M (1009) MR (383) RN (196) B2 19
i (86) M (40) FREM IS (39) % (23) FKE M%

THERNC13) MR (12) Tﬁﬁwﬁl‘ﬂ%tll EHERER9)
ﬂ?%ﬁﬁl%éﬁwhu 13) JRGIEER (9) R, @EHWJJ”W

KRR (S) IPRAEK (4) Mies( 25
TR B AR %%(20)\Tﬂ%’lﬁﬁlﬂ%ﬁﬁ’@’é“(7)\E%ﬁﬁﬂﬁﬁéw)\Fﬂ?“ﬂliﬁ%ﬁ%@ka(m\ 6
WP ECTRR (6) A A (253)
ERRA ﬂ?%ﬁﬁ 41 sﬁkﬂiﬁwgw 20) ERFEERIAEGS) MEEE 10
O i hﬂ? CESR () A R (4) i
%%Fﬁm“ 13) M’i’mw IR ﬂnﬁr%ﬁﬁﬂn(m
SHMRRRAG  BERE(T) BEEER ﬁ'ﬂx SR 3
el
GERRER  IRGEEADASIRNS) |
KRMAERRE  ERRAIE SR (4) |
fibhik — et AR (289) |

a: SRR A0S 5 6 E AT e
R4 ESOCH THREHER 3K ADE SXIEES

s0C PT skl B FSRESS
LUEE N yelie IR R 2310 1276 +
Wi 1n 647 +
A 1009 557 H
SRR TAREN K Ml 244 +
gyt 3% 211 +
TRHE i 107 039 +
AR REGADES 540 298 +
bS] n 236 +
Wi 07 120 4
WM RS TR B L shiens 37 020 +
SRR H AR 219 121 +
R R 127 070 +
RAETH I 024 +
BENE A 215 119 +
g A REAR 137 076 H
LI 126 070 +
Sl B RS AR e 394 218 4
Er 22 139 +
R 74 041 +
TR B A Ak 1571 8.68 +
Rk 418 231 +
kg 253 140 H
Fifik —HRR RS 289 160 H
1 Gy R 34 0.19 +
a: EAF B S i B EAICE; + 58S + 4 PR
BEE

®5 BAMANEFHADEFXKEES

RS TR

PT RESuh FENRL PT WERh BN

B 15 35 EREEAER 5 175

3 1 219 YRERE 3 307

AT 12 1.54 Hﬁiﬂ?wLW 8 25

MRk A E TR 9 381 BRI 7 256

ik 3 165 Ak 4 PRAIRTY
PR 3 Tkt

a: PR HE T A A I B AR 5
HIBHERE S

3o B A LR R

TEZD; 202345 34 55 1LY



242 HSEEFRKLER KSR T BRI
BHRS T  FRARZAE A (18~65 % ) FIZAE A (>65%)
432, K I ROR B:%F |34 604~ ADE /5 WU {55 647 T
SRS A OC G S0 AR KU (5 5 I W AR T S
a8 I =y R ER= 2l SR A7 A 1 U - W 2 & el
RSN E ST 1104, Herp i SE A
BT AF FR A A T BB R A T PR R — S
P 15 | A 114 B G B A 25N L I 5 Tl 47 iR s A ]
RER LSS BRI N | 7 A S N AN R
N SERWF6,
*6 EEFHRERMADESNEES

E NG EENEIRES

PT Mgl FEMEL pT el SR
el 50 160 TEREAE 262 162
it 37 175 v 9 193
ERTERRRN 30 258 RRHR 88 163
ERERE 9 157 MEMMER(T 0 24
R 15 TkiE R REREE 18 285
TR 8 TR

a: AEBAE NPT AE AR = A B B VAR 5
3 itig

) LG R OGEZG Y ADE A5, A B TR
FVEAL 259 RS FITE AR A% . SRINFIBRPLE — RIIE
PR P A5 200 BRI 0 () Hh S s HR IR YT 2R AL, AT TR Y
Il R AT 5" AWFSE S5 3 R , SEVA R ¥4t ADE FH
PR S RZEPAENFR RGN K P\ | e A=
PRSI A T A SRR R IR
JEI92 | S 98 BSNS54 S U T A5 4 AN RN
5 REAE I R I I ZE AR, BRULZ AN, I PRI FH 28
TAR BRI, 38 7 B A5 5 T I P P 2 8 VP O ) e 2
W AR PR A 45, L rp A R 3 PTG T P I 3
NGO N e TG i =R o | B [ B 2 By e i
e SERTEL N kgt
3.1 EATBHEADE X £ AR S

AHFFE I 3 5% [F FAERS 5405 7248 45 21 52 10 R 5t
TS B ADE 44533 57 501 44y, 5 M2 16 358 15l i %
TE X Sl b U AR IR R ) Bk i) e R B
PE % 4= ADE B 5 2 T 5, HoBGAE A% 4= ADE
HIBIECE Z FARBAEN . WA TR FBAE R B, Lok e g
B A i T PR DR L PRl SETA R AP IR T Y
BLEsHG I, & 4= ADE MIBERW gl bl 2 . R BUAE A
ADE &A= 50 LA ) JE PR 3 R SR R SR e ok
AR NI E T 6 2 DL LAY SEA B3, i oAt
NUEET AL . ADE RS EARABEEZ R AT,
— UL R 250 H B L e M2E R, s — i
Pk AAEL L NS B AT RES 2508 5%, 308K
PEFZ PRl Rl i — a2 S o IR BT R e A 6 [ AN
IR LT, XA B 58 25 W E AR AR X 4, DUt
et o IR 2k [ X AN E R

TEZED 2023455 34 5 1Y

3.2 BWmREESSHh
3.2.1 WG RSENN 16 144 ADE FAME(S Sb A %
W 2R Ge i MR 58U % , A 561~ X 3EIAF)
AR AT IL-5 58 ] 2540 , 18 A At o 0 2 Tk B2
SEA, WP 2 5o 408 3 (A5 5 5 2 AN HERR 5 5 & 950 i ik
e R HSRIT R O M RRE— 2P . b (RS R
SRR GG A SR A TR {5 5 500 1 IR S8
e R0 T8 R AT ot A0 0 B AT A5, 349 55 NP
POBALBE IR . PRI, I PRAE A FH 22 1A R SR Bsf g ™
b HEARIE NUE S5 EE A, V120K TR T e Y Sk
RAFSINE; [Rl, Foer B A TR OGS e AR AR AR
Ar, T NOCTE FH 2 5 45 R S 06 2 A B0 10 I O
JCHIZ X AR, DA Ao A WP R X A A8 S A
M8 ADE, IbAh, BAROC T AL 751 D e e
1579 " ) ADE fi iS5 BIECR 2 (A5 S BE A i, T
WX (55 5 S0 R BRGTAAH DG PR R o it R g FH s
IS ADE, N 25 185 IR b A K,

AR —FER 2, 2 (5 S R P ot & A el
A AR LR YIS 2 I 2 SR )
FRPERS I AR SEIR PR AT i S5 R IR SEA R
PG IR MRLAR B K, A IR, 2 BYARTE SRE
1Y £ B I S 5 B0 R P by A e - 28 B AR ELAE L AT
At 2 02 M RB ST TR R R AR ™ B URR B B AR
PRI A e B A vy, Wl 0™ o 2 i R ) T
BRBEERS DRI, 8 T %) el 22 JE v PR A 2l R A
IS IO R BT 25 WA E IS ATy ae i — PRt
3.2.2 WUERGPN  SEINFIERGTIE R D HIR], T2
Ko HARPRE P o A B R R YT M A R/l A Gy
Y1 & B 5RO B 11 i g 22 5l e 8 AH A e
1, AT e 2 S BUR A 7 AR SBE SO | ORI A
AT GEAE ) v KBS A 5 L 5 TR Rl o o & ™ Aot
WU N RRPEYE 2555 HaF T AR 5 1 0 22 o e
RIRIXEA RN Al Be S 5y & A= TE B AR 2 AE N B
Lo SEIAR BTG 24 it U B A R O N — R R
TELR 25 J5 JL/NEE P (B AEAT S5 L T vl R E SR &0 , 4n
PR B S N S A N ST B iz 25 BRAEEAF ST &
B, DR T 25 PR (anti-drug antibody , ADA) A FH
P, (LT FE AR HLRR e i [B) S0 8T, A IR R Bl 5 % 24
RS IN [E) A S TG I ey Sk, LR i 5 R W% 24
ADE S8 BUS N Y & A 8% 5 ADA Z [ AFTE RPN,
VE Sy — P B 1) 2549) , SETE R BT A R 0] TIL-5 7R
AN R R AR SRR (EANRE 58 4 HERR AR AR P 3
VEH T A 2S5 | & DO REZE AL AR OB . PRI, 2
WL PR FH 245 B 0 DG 7 £ 3 02 15 H B 88 R e 4 3 A G
I R BL (U R B2 (ZLBE) , I W I e 2 $5 b (4
FEBHE SR DU PUAUE DNA HUA K C3/C4 K45 .
3.2.3 MRS SEIAFIEBTE — R T | R Y A
I B A | e ] S T 76 2 IR ) A S P 3 vy 5 HLEA T4 2%

China Pharmacy 2023 Vol. 34 No. 11 < 1377 -



ST AT, 4252 SR A BRBTIRY T BB AR IR A ]
AE R AR B AR B o A IS0 DA {22 28 I B T R 2R B
Bife ', CHIR SR B4R

3.3 B

JEABIE SR T H S SRR AR (A AT 77 1

—E R e AN B R R ARG, K IE FAERS H£K

WA e T 0 S A B R I S5 R A, ELAS TR UL 41

NBECANI 2520 5 B BEIRAE) FAE— € RS e o

HIK, BARAWESE R H ROR 5Bk 45 BCPNN ¥, 1£ U

T 0 2 BH AR 5 10 PT AR A X 4, Pl {5 5

SR B T IEAT Rk TS TCVE e Ak S R B A

Y7 PR A ad e B A S A i ADE AR S /U2 4k T

et G IR AR 17 OB , IR 2 TRk B 25 )

524 AN RSN 22 ) ) PR R IBR 2R, ATt 1 — 25 O i RE 1

ST . BeJ5 , 9218 FAERS H 25 R I8 1M

NHERYE D, DA BIF T 25 58 1T 8 5 3 1 S P A7 A

— B2 , [ N 25 B AR 2R A W e 35 AT By 1R A

B2 ] A LS RIS R

Sk

[1] CAVALIERE C, FRATI F, RIDOLO E, et al. The spec-
trum of therapeutic activity of mepolizumab[J]. Expert
Rev Clin Immunol, 2019,15(9) :959-967.

[2] THOMPSON C A. Mepolizumab approved as add-on
long-term therapy for severe asthma[J]. Am J Health Syst
Pharm,2015,72(24):2125.

[3] U.S. FDA. Mepolizumab (NUCALA) highlights of pre-
scribing information[EB/OL]. [2022-10-25]. https:/www.
ema. europa. eu/en/documents/product-information/nucala-
epar-product-infor-mation_en.pdf.

[4] European Medicines Agency. Nucala, mepolizumab. Sum-
mary of product characteristics{fEB/OL]. [2022-10-25].
https ://www.ema. europa. eu/en/medicines/human/EPAR/
nucala.

(5] PhERT, e, M Hoe, 45 . SRR B NOIERT 5T i J
[7]. " EZS,2022,31(13):128, 1 0001- I 0005.

[6] U.S. FDA. FDA Adverse Event Reporting System
(FAERS) quarterly data extract filesfEB/OL]. [2022-12-
05]. https://fis.fda. gov/extensions/FPD-QDE-FAERS/FPD-
QDE-FAERS.html.

(7] P5a, gk, /K55 29 B VAS S AN 7
LR BUIR 5 R B[], 2557 IR 55 5 AT, 2009, 9 (4)
255-260.

[8] NOREN G N, BATE A, ORRE R, et al. Extending the
methods used to screen the WHO drug safety database
towards analysis of complex associations and improved
accuracy for rare events[J]. Stat Med, 2006 ,25(21) : 3740-
3757.

[9] BATE A,LINDQUIST M, EDWARDS I R, et al. A Baye-
sian neural network method for adverse drug reaction sig-
nal generation[J]. Eur J Clin Pharmacol, 1998, 54 (4) :

< 1378 - China Pharmacy 2023 Vol. 34 No. 11

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

315-321.
VAN PUIJENBROEK E P,BATE A, LEUFKENS H G, et
al. A comparison of measures of disproportionality for sig-
nal detection in spontaneous reporting systems for adverse
drug reactions[J]. Pharmacoepidemiol Drug Saf, 2002, 11
(1):3-10.
GUANY Y,JI L,ZHENG L, et al. Development of a drug
risk analysis and assessment system and its application
in signal excavation and analysis of 263 cases of
fluoroquinolone-induced adverse reactions[J]. Front Phar-
macol,2022,13:892503.
WRILAZ  RVRS &, 2580 36T FAERS XIS L bt 42
SRS AZ IS I 0], BT 240, 2021, 30
(17):1627-1632.
PAVORD 1 D, BEL E H, BOURDIN A, et al. From
DREAM to REALITI-A and beyond: mepolizumab for the
treatment of eosinophil-driven diseases[J]. Allergy, 2022,
77(3):778-797.
KHATRI S, MOORE W, GIBSON P G, et al. Assessment
of the long-term safety of mepolizumab and durability of
clinical response in patients with severe eosinophilic
asthmal[J]. J Allergy Clin Immunol, 2019, 143 (5) : 1742-
1751.
CHAPMAN K R, ALBERS F C, CHIPPS B, et al. The
clinical benefit of mepolizumab replacing omalizumab in
uncontrolled severe eosinophilic asthma[J]. Allergy, 2019,
74(9):1716-1726.
DOMINGO RIBAS C, CARRILLO DIAZ T, BLANCO
APARICIO M, et al. Real world effectiveness and safety
of mepolizumab in a multicentric Spanish cohort of
asthma patients stratified by eosinophils:the REDES study
[J]. Drugs,2021,81(15):1763-1774.
XIE M, LIU X,CAO X, et al. Trends in prevalence and in-
cidence of chronic respiratory diseases from 1990 to 2017
[J]. Respir Res,2020,21(1):49.
W . SRR BTG T HOAE M I AR A0 2 i 7 R B
AR Meta 0BT [D]. K : L4 EERLR: , 2022.
DUNICAN E M, ELICKER B M, GIERADA D S, et al.
Mucus plugs in patients with asthma linked to eosino-
philia and airflow obstruction[J]. J Clin Invest, 2018, 128
(3):997-1009.
FAHY ] V,DICKEY B F. Airway mucus function and dys-
function[J]. N Engl J Med, 2010,363(23) : 2233-2247.
VAHLE J L. Immunogenicity and immune complex
disease in preclinical safety studies[J]. Toxicol Pathol,
2018,46(8):1013-1019.
U.S. FDA. Immunogenicity testing of therapeutic protein
products: developing and validating assays for antidrug
antibody detection[EB/OL]. [2022-10-25]. https : //www.fda.
gov/media/119788/download.

(ke A 1:2022-11-02 &1l A 19 :2023-05-18)

(G TALERR)

thEZG 2023 4E5 34 4245 113



