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W, KA W AEE S E S0 3 (MedDRA)26. 0 J&RAT ADE FaPAAZ 5 #47 RiBAREAL, )W R R EGFR - TKIs £ ILD #9 RU&AZ 5 538 947
LR OEFKIF ADERE 1373 61, P B R JUEH R T R ik T R R A R B A 363,334, 151,12,513 41 ,TLD
A% & A& BER) o ) A 23,24, 15,36,35 d,2004 £ 2025 4 LIk ADE 2 B4Rk 2ok T A S, T 2019 3k 2415 (142 41,
10.34%) ADE &% P B bbbk Fhb; F8>65 P EF ERR S, EREAREIZ AR £BAFTE; LREPETALIT L
Wi B ADE £ B £ B AETR SAETR AT ML R AL T S A A5 LD A A BLH ZHEAAMC,;>0); NIeE 5 REHS A S
EH(ROR = 14.08) > BA % (ROR = 8.65) > x4 & (ROR = 5.90) > A THE(ROR = 4.61) > JL#&# R (ROR = 2.61),
WA AR EAE 5 2 MR B R S E A A ILD(ROR 143 < 1 B 95%CI < 1) .2 R FE &4 EGFR - TKIs % TLD X
Mo B B RHFFIE, AT ETNR, 5 (2655 AMELFAAEHNH AN, RN EESXE,
XBR:ZFERRGY TR R FHIRE 2L (FAERS) ; R % A& K B F 5 AR B SRR 5B 47 45) 7] 5 18] J P A 9

Signal Mining of Adverse Events Related to EGFR — TKIs - Induced Interstitial Lung

Disease Based on FAERS
LIN Minglong',FU Datian**

(1. Guangdong Provincial Hospital of Chinese MedicineHainan Hospital ,Haikou ,Hainan 570100,China; 2. Hainan Women and Children's Medical

Center ,Haikou , Hainan 570100, China)
Abstract: Objective To provide reference for the rational clinical use of epidermal growth factor receptor — tyrosine kinase
inhibitors (EGFR - TKIs). Methods Adverse drug event (ADE) reports of interstitial lung disease (ILD) induced by EGFR -
TKIs (gefitinib, erlotinib, afatinib, dacomitinib, and osimertinib) were extracted from the US Food and Drug Administration Adverse
Event Reporting System (FAERS) from the first quarter of 2004 to the second quarter of 2025. Signal mining was performed using
the reporting odds ratio (ROR) method and the Bayesian Confidence Propagation Neural Network (BCPNN) method. Positive ADE
signals were standardized using the Medical Dictionary for Regulatory Activities (MedDRA) 26.0. The risk signal intensities of ILD
induced by different EGFR - TKIs were compared and analyzed. Results A total of 1 373 ADE reports were obtained, including
363 for gefitinib, 334 for erlotinib, 151 for afatinib, 12 for dacomitinib, and 513 for osimertinib. The median times to onset of ILD
for each drug were 23,24,15,36,and 35 d,respectively. From 2004 to 2025,the overall number of reported ADEs showed a fluctuating
downward trend,peaking in 2019 (142 cases, 10. 34%). Among ADE patients, males accounted for slightly more than females; patients
aged =265 years represented the largest proportion. The main reporting countries were Japan, the US, and China. Physicians and
pharmacists constituted a relatively high proportion of reporters. The main ADE outcomes were hospitalization or prolonged hospital
stay, and death. All five drugs were significantly associated with the occurrence of ILD (IC,, > 0). The order of risk signal
intensity was gefitinib (ROR = 14.08) > osimertinib (ROR = 8.65) > afatinib (ROR = 5.90) > dacomitinib (ROR = 4.61) >
erlotinib (ROR = 2.61). The differentiated analysis of gender — related signals indicates that males are more prone to developing
related ILD (ROR < 1 and 95%CI < 1). Conclusion There is significant heterogeneity in the risk of ILD induced by different
EGFR - TKlIs, with a high incidence during the initial treatment phase. Elderly (> 65 years) male patients have higher
susceptibility. Special attention should be given to these factors in clinical medication.
Key words: US Food and Drug Administration Adverse Event Reporting System (FAERS);epidermal growth factor receptor tyrosine —

kinase inhibitors ;interstitial lung disease
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HAEVR A FAERS, UL SFEGFR - TKIs(FFAEEE |
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(Gefitinib . Erlotinib . Afatinib . Dacomitinib . Osimertinib)
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A SAS 9. 4 GEit 22 B A TR I Uk M ge i o3t AR
WA 16 B 2 24 1) L (MedDRA ) 26. 0 JiUE X R GL g B
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%£1 S5MEGFR-TKIs#8%ILD K ADEREEAEE[F(%)]
Tab.1 Basic Information of ADE reports for five EGFR — TKIs related ILD[case(%) ]

RA TEHR(=363) REER(=334) MEHERn=151) ETHREGL=12) [F%EG0=513) A&it(n=1373)
PEF] 3 211(58.13) 199(59. 58) 81(53. 64) 5(41.67) 166(32. 36) 662(48.22)
* 139(38.29) 106(31.74) 61(40.40) 7(58.33) 264(51.46) 577(42.02)
Kda 13(3.58) 29(8.68) 9(5. 96) 0(0) 83(16.18) 134(9.76)
£ 18~44 % 13(3.58) 12(3.59) 2(1.32) 0(0) 7(1.36) 34(2.48)
45~64 % 90(24.79) 93(27. 84) 37(24.50) 5(41.67) 87(16.96) 312(22.72)
2654 216(59.50) 164(49. 10) 90(59. 60) 7(58.33) 321(62.57) 798(58. 12)
Kda 44(12.12) 65(19.46) 22(14.57) 0(0) 98(19.10) 229(16.68)
REH EJf 204(56.20) 164(49. 10) 120(79.47) 3(25.00) 366(71.35) 857(62.42)
% 24(6.61) 29(8.68) 16(10. 60) 3(25.00) 45(8.77) 117(8.52)
WA 5(1.38) 69(20. 66) 6(3.97) 6(50.00) 31(6.04) 117(8.52)
b ¥ 130(35.81) 72(21.55) 9(5.96) 0(0) 71(13.84) 282(20. 54)
HEBF B A 50(13.77) 66(19.76) 87(57.61) 1(8.33) 311(60.62) 515(37.51)
£0 1(0.28) 47(14.07) 16(10. 60) 0(0) 53(10.33) 117(8.52)
*E 1(0.28) 5(1.50) 4(2.65) 0(0) 31(6.04) 41(2.99)
T B 16(4.41) 17(5.09) 8(5.30) 1(8.33) 57(11.11) 99(7.21)
%E 0(0) 4(1.20) 4(2.65) 0(0) 5(0.97) 13(0.95)
LB E 295(81.27) 195(58. 38) 32(21.19) 10(83.33) 56(10.92) 588(42.83)
ADE% By RS 78(21.49) 43(12.87) 30(19.87) 2(16.67) 72(14.04) 225(16.39)
R IAE R N E K 163(44.90) 172(51. 50) 94(62.25) 4(33.33) 279(54. 39) 712(51. 86)
B 16(4.41) 11(3.29) 4(2.65) 0(0) 13(2.53) 44(3.20)
T 191(52.62) 160(47.90) 89(58.94) 3(25.00) 197(38. 40) 640(46.61)
KA 49(13.50) 2(0.60) 0(0) 0(0) 0(0) 51(3.71)
b ¥ 90(24.79) 174(52. 10) 59(39.07) 9(75.00) 324(63.16) 656(47.78)

E R R 1P ADE THEA S A4 5

Note:* indicates that there may be multiple outcomes for one ADE case.
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Fig.1 Number of ADE reports for five EGFR - TKIs associated
ILD from 2004 to 2025
&2 SMEGFR-TKIsHILD WERRKEESEE
Tab. 2 Differentially expressed in risk signal intensities of ILD
caused by five EGFR - TKIs

% ILD#E SeADE ROR(95%CI) IC
(#1) W (#) "
FEHR 363 22 566 14.08(12.70,15.61) 3.58
JLikH R 334 111760 2.61(2.35,2.91)  1.22
MR 151 21955 5.90(5.03,6.93)  2.27
KTHR 12 2230 4.61(2.61,8.13) 1. 04
BFHR 513 51563 8.65(7.93,9.43)  2.94

#£3 S5MEGFR-TKIsHILD R ERREESEE

Tab.3 Gender difference in risk signal intensities of ILD

induced by five EGFR - TKIs

S (#) BH(H)
ROR(95%C)
ILD#%  EMADEMR%E  ILDH%E  EHADER%E
FEER 19 12307 211 9110 0.48(0.39,0.59)
AR 106 59150 199 46965 0.42(0.33,0.53)
HEkR 6l 13504 81 7181 0.40(0.29,0.56)
BTHRE 7 1185 5 938 1.11(0.35,3.5)
WERR 64 26948 166 12689 0.74(0.62,0.91)

T-HE44 1T 3 i EGFR — TKIs 437 2 Pl B JE (58. 94% )
FAERE (52. 62%) KUK 2 (47.90%) o

BT ILD RS {5 5 5 B HE P i R e > 1
R > FEEE > ke > JRIg e . T ADE
B AU A7 5 5 B 5 L R A R L — 32 B AR AN TR
EGFR — TKIs 5| & ILD %) & A= XU o] BBAEAF 22 5 LAk,
AT &, EGFR — TKIs 5 5 58 K6 A5 55 310 461 70 ¢ FH
BF,SAE &A= 2 3 2] Fe W b m] e 5 380 7T RE i

129



25t 'r (ﬂ ;,';'; 2026 4 6 H 20 H 53 35 %45 12 )
Drug Evaluation China Pharmaceuticals Vol. 35,No. 12, June 20,2026
#4 S5FEGFR - TKIs 2 ILD B % 4 8
Tab.4 The onset time of ILD induced by five EGFR - TKIs

2 At T4 R 25 2 X A TLD[#1(%) ] & B )

} (#1)) <30d >30-90d 91 -180d 181 -3604d >361d [M(P,,P,),d]
FEHR 252 148(58.73) 62(24.60) 19(7.54) 7(2.78) 16(6. 35) 23(8,53)
Je s R 193 111(57.51) 46(23.83) 20(10. 36) 4(2.07) 12(6.22) 24(7,70)
I k% R 94 57(60. 64) 24(25.53) 6(6.38) 4(4.26) 3(3.19) 15(6,53)
R THR 6 3(50.00) 1(16.67) 0(0) 0(0) 2(33.33) 36(16,416)
AR 292 132(45.21) 99(33.90) 36(12.33) 14(4.79) 11(3.77) 35(11,78)

— 25 IR i 2 2458491200 B e A A s Aol 7R (G 24T
FREEMESET-HCAR 1(PD - L1) AT, ¥ 5HdiFl EGFR -
TKIs CRf 312 A B e ) i & 38 in SAE B2 il 42 ) 1
KA, AR AT 3K 14. 6%, IGT IR T 42 VA
ST I I RE I B 25 ) (A SR A2 1) W] R 4
Al b e 0 e, TR B R LA I T 4k AL, e B 5
M it PR J55 3T, s 988 ez e s, A9 o1 0 03 % i 3 A i X i
filiZh 2, Z EAE T ILD % A2 KUK @ 2 b 7028 BR AR 42
Z MRS VAT B H % EGFR - TKIs A5 ILD & 4= X
xS 1A, 0T B8 -5 il AL S 403 B A 61200 AF AR SR
It 56 95 9 2 e L S P it s i T 4% Ak sl R A )
P il 98 97 BB A5t R ST FE RS PR 2R 0L SR, AR S
WA T B ) LIS R E R ST R A R A BR ], A
FEE AN RRAELE R, 75 i — 2D B0 iE S 2 4 FE AR T .
AHIGE B AT s e AR b B R
Z Tk, 5ATR B A AT RE R AR AR 2
SECHEBER /%) AR EE (W) 259 sh 12
TR B PR PR 2R A5 2L W) 1 FH Ad 25 5132 27 1 DR 1oz FH
HR R N5 5 AR I M T R I, G X A W s B
SR Bt 2 i AR R T v R R R RE R A Y E SR
2, 50% B8 & Ji R w1 #6321 65 % I DL 1 i
133 AR ST 45 5 5%, EGFR — TKIs A 5¢ ILD 3%
WS = 654 HZ L, X 5 XIE BV R 245 91—, v]
RE 5 41 I FH DG 1) 38 8 8 I D) RE it 2% T WA 51350,
ABF5E o 2% SCHk[36 - 371, %) 5 R EGFR - TKIs FT £
ILD W PERIAH OGS 53047 T 22 5 b AR 25 SR B
TR ) TLD 45 FL AR X o g, Hop i R e e
Bl BT e AR E M RORAE < 1 H.95%CI [ <
LR BB E 5 &S LRGP LD .{H ROR
EALREMRERGE 24 P, T 3% T ROR (5 L AT RES A
R BRPEAS S, 5 2w AR DG RIS , DhitE— 2P BiE A
[F] EGFR — TKIs FEILD XU 122 74k
W EGFR - TKIs £ ILD % A= 1 I [a] 5 B2 %% H
R AR Hirp 53, 88% WU EE 2SR 1 A N
BLILD AR 2590375 S LD & A= () i i B AF e 22 5%
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