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Abstract

Objective: To investigate the efficacy and safety of dual-targeted therapy in patients with advanced
EGFR mutation-positive non-small cell lung cancer (NSCLC), as well as the management of adverse
reactions and next-step treatment strategies. Methods: We collect and organize the clinical data of
a case of advanced lung adenocarcinoma harboring an EGFR-sensitive mutation who developed
drug-induced interstitial lung disease (DI-ILD) during dual-targeted combination therapy following
TKlIresistance, including demographic characteristics, medical history, clinical manifestations, aux-
iliary examinations, treatment course, and outcomes; concurrently, conduct a systematic analysis
of domestic and international literature on similar reported cases and research advances using
PubMed. Results: The patient developed acute interstitial pneumonia three months after initiation
of furmonertinib combined with crizotinib targeted therapy. Immediate discontinuation of targeted
agents and administration of systemic glucocorticoids for one week resulted in clinical improve-
ment. Subsequent-line therapy integrating systemic chemotherapy and a small-molecule multi-tar-
get agent provided survival benefits, achieving an overall survival (0S) of 60 months. Conclusion:
For patients with advanced EGFR mutation-positive NSCLC, the selection of dual-targeted therapeu-
tic regimens after resistance to second-line targeted therapy may precipitate severe DI-ILD. There-
fore, prompt recognition, adjustment of targeted agent types or dosages, and implementation of ag-
gressive supportive measures are required to optimize post-treatment quality of life, which is crit-
ical for long-term clinical outcomes.
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1. 5%

IEAER,  AE/NH AU i (Non-small cell lung cancer, NSCLO)FEHERE )36 7 U/ T B30, BEEK
BRIy ik D] S A PR S /I 4 g 5 TR AR A 1] o 3R R AR K IR T S A T S BRI 4 ) 551 (Epidermal growth
factor receptor-Tyrosine kinase inhibitor, EGFR-TKI) & NSCLC #E[a1yA 77 ) — AN 2 AR, SR, 2k
SEANTTREG) o —ZRER AT i 24 5 T AR ik RIS 45 Sk R A0 1) 2R BEIR1VE YT, EGFR-T790M RAZ
52— EGFR-TKI 697 5 th I i EZ N 25 %3, £ AURA RFIIFFE[2]-[4]HISCRE T, BA ek
L EGFR-T790M 748 Ja bR i) 21697 77 %8 SRTT, ERELIRVRIT N 2 J5 BIARAEIE ST 77 SEAH K IR
FORbRAR AN T, KRS IRIT AL TR B, HT RS et @t — k. 24 ek (5]
[7]2n i B B/ EI% B Je 4 B 5 R A& T790 M A1 €797 S Je i 548 () EGFR %¥48 NSCLC & H
o — IR BERE L[S 14R T M JE RS B B JE/E MET ¥ 34 i Il i A2 %, ORR N 100%, 147
PFS 4 6.2 M H . 53— TEIBIENT T[] 8R 6 Fi#%52 e e ¥ Je k& EGFR-TKI 677 (& 2 BB 1
3 P AR i 2 8RS KA EGFR-TKI AH OGS R s B o] LLd it 2459098 & R 8 S 52, (R 5.7%
K 2 k4 EGFR-TKI AH ] J5i 14 5% (Interstitial lung disease, ILD) [10]. Z454#H 5 8] J5i 1 il 7
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(Drug-induced Interstitial lung disease, DI-ILD)HJlls AR R I BA 7 B, W] EAMNERGIIR U2 . P =5 e I
SR SR R BT PR SRR 8 [ 1], DI-ILD SkZ RS ERIIGIR . SEIREE . FAAR 5 0 B 22 R AE,
PIRIZWORHERYE S W, AEAE MR BUEEVE 25l s, JFHRRR ILD B9 HARISAEBUR R 2= [12]. St
WFHT FHBUR 259 R m RI2 T 1O OS5, 000 AR I ORE s R 1k I 00 82 P 4 B b B R a7 . 4
Giil, £ 58% EGFR-TKI VA J7 AHIKRIZE T 01 2 PR A K AR T B 1) 5T P 98 (acute interstitial pneumonia,
AIP)[13]. ILD 1R/DAFHLA AIP, #R1M, AIP —H KA, 90% &2 B AT W I HEAT PEIFIR R e, R0 7R 2K
H N FATAVE G B A UMOE o FATTAS R 1) 8 RIS N AR SE B JE M ve e JE 5 R B 1 ™ 5 ATP,
R — DA TR TG 1A RREEIR T A RS R SLFESE o RIS, FRATIEXT NSCLC M G B FH #E )
TBIT W PRIT O 22 Ve AT | SCIRSRIAR, B — P 3 & I RIUEYE o

2. &Pl E R

BE M, 45 %, 2018 4F 12 AR “HigHBEim 2 AR” ABt. BOERIEaE CT A7 M b i B ik e
NEET, R/ 13 mm x 10 mm; AR BEJS B3 58 A I o s, R A,
$E AL PD-L1 (SP263) (+, £ 5%), FEFEA MR EGFR-19-Del (19 #Mi ) FAPE(RAR) . B r~0EHE%.
W12 W A i i I 22 A3 7% (TAN2MDb, TV ), EGFR-19-Del %848, ECOG & AEIR A (performance
status, PS)PEA3 1 7. 45 TR W& JEREIMVRYT, )it & (progressive disease, PD)J&, 17 NGS Faill #2778
14 EGFR-20-T790M [iif 2 FRAF (T AL HNAE 14.98%), e A& Je AT AL M6 YT . 21 AN H 58w F s
&, LR R EGFR-19-del 87F . EGFR-20-T790M-C797S Mizl5¢48 . ROSI %848, TP53 545 [,
T BERER RGeS AR YT .

Figure 1. Chest CT findings at different time points during the diagnosis and treatment of the case. (a) (b) Prior to combination
therapy, massive left pleural effusion is observed ((a) lung window; (b) mediastinal window). (c) (d) Three months post-
combination therapy, diffuse pulmonary lesions with interlobular septal thickening in the right lung and persistent left pleural
effusion are noted ((c) lung window; (d) mediastinal window). (e) (f) One week after treatment, near-complete resolution of
right lung patchy consolidations and ground-glass opacities, along with marked reduction of left pleural effusion ((e) lung
window; (f) mediastinal window)

Bl 1. mOIEISERAETT D A RRTIET R B0MEEE CT RI;M. (a) (b) BEKSIATH, ZMREMERR(2) HE; O)
YBRE); (o) (d) BAEIRTT 3 MNARFE, AFSREMREANTERIEE. ZMAEMERR(C) ME; () MRE);
() (H 677 1 Bia, AAKSBEESZRBRBZEARRE, ENRMERIGAERD () ME; () MEE)

R ARYT 3 /N 5 g B WP R EAT N B, BB CT (WL I 1) B A A e AT AR (7 mm
x 5 mm). AGfBIRIEVER A LN T RRIG . ZE K SRR SR PH: 7.43, %50 H: 40.00
mmHg, % AbHRE: 30.00mmHg, SMAIE: 78.8%; MMH MsR: WBC: 17.05x 10%/L, HH:Ri40Hu:
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15.24 x 10%L, k40

1.22 ng/ml; ZHEETIR MR . PUR AR

A,

1.10 x 10%L, HAZ4MI: 0.66 x 10%L; C RMNEM: 33.06 mg/L, FEIERJR:
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Figure 2. The genetic testing results and treatment regimens at different time points during diagnosis and therapy in the case
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Table 1. Clinical manifestations, laboratory findings, imaging studies, and primary treatment regimens before and after the
onset of AIP and post-treatment in the case

= 1. HROELRE AIP BIFR AIP AT EMIEARIT, KWEKE

=, ?/1% ?—*ﬁgﬁiglﬁrﬁx

KA AIP B KA AIP J5 AIP Y897 )5
I R B Jei e IR PR e 38 A7 o TP ] e W 5 2% i
PH: 7.40, PaO,: 97.20 mmHg, PH: 7.42, PaO,: 40.00 mmHg, PH: 7.43, PaO,: 96.40
=5 PaCO,: 42.20 mmHg, SaO,: PaCO,: 30.00 mmHg, SaO,: mmHg, PaCO,: 40.70 mmHg,
96.8% 78.8% Sa0,: 97.2%
HY: 427 x 10%L, ki HYf: 17.05 x 10°%/L, itk HYif: 427 x 10%L, ki
341 YAfi: 2.17 x 10%L, #am 4Af: 15.24 x 10°%/L, #h=4m HME: 1.92 x 10°/L, WRE4H
M. 1.58 x 10°/L, B k%4 f: M. 1.10 x 10%L, Hi%4 . Mi: 0.79 x 10%L, HiZ%4H M
0.39 x 10°L 0.66 x 10°L 0.46 x 10°/L
ASO <50 IU/ml, RF<11.30
K DY T & IU/ml, CRP 76.06 mg/L, A- x
CCP < 8.00 U/ml
P4 2% TR <0.05 ng/ml 1.22 ng/ml <0.05 ng/ml
2022-08-23 % CT: B 7 2022-09-29 i CT: F?fgﬁﬂ 2022-10-04 i CT: Ffiﬂ
w1R¥ mm xS mm, ANk gy xS mm ARSI mm xS mm, AR
"’ ’ ?ﬁ‘ ” NG WISt e ] 5 S B BRI RS AR, 7”0
JE R Ji s R P S D
SR R R T J WRELAE 94%, AL 2% x
TN E TN
3 3
BB . X-pert bt Bt x
E.—e E:Fl (j\ N ‘AD ﬁ - — ; .
iy (R B RO e B 2 RIRRILEST BB BB B
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3. iWig

EGFR 2% filifes &5 2 B2 A EGFR TKI (1) 7 467 TG i3 & A= 7 ¥ (progression-free survival, PFS)A 10 F|
14 S H[14]. FRATIRIE P61 T0 18— LI6I7 0 R 7E — 4R 24 J5 M B A B e 697 1, PFS @it 7 14 A
H. #RM, DI-ILD FHAS 797 3. %F DI-LILD k£, Wwir 505, mEFE#—Ditk.

i} 245 )5 55 % SR AL BRI B = KBS I R B 7L, el 2 510 EGFR R G & JF ALK 25548 . ATk
£ 7 BEAEIRIEE Y 18 BIEE B ANR] TKI 2547697 NSCLC B SR BIHGE (L3 2).18 ] 3% 5K H P DI-
ILD, JGit EGFR-TKI B4 ALK-TKI B AR TKI BRIEIIAST AR A R R B, o 11 BIFERE S
TBIT SR RENS IS By G2, 2 HOAS R SONAE S 0] 2Pk S5 PT A B G2 A, 1 451 DR LR B B Y R TS 245
TEARE B JEBRA M SR iR YT wlrh, PES Jy 6 A3 12 M H, HIRA WS BIA B S (1) A 2 e
HFEERIN[9] [15]0 AHERRK Z 8GR R v T7 B R ™ A RS, HFRATRIE 1) B
EERAIRIT 3 M HEHIL T fa R AEmREHA R KN, TKIs BAMAETT NSCLC B 2t 75 2
Z WG IRERE, FRAIFEIR B TKI i 25 J5 H I AT V6 T IR 8 sl (0 5 829697 77 AN TR 1E#EE.

Table 2. Case analysis of combined TKIs therapies in NSCLC. NA denotes “not mentioned”, adverse reactions not documented
in this study were considered absent

2. AN ARE TKI 2345877 NSCLC IRBIZH . NA IERRR, RIOAARRENTIRRE AT

- P WA — . BIT Ba ITRL PFS < <
5 RS PE5I & R R B RA e B R i () AR RN 0s (H)
EGFR T790. _ LEE-IEN RS
S
1[16] 52 “ NA EGFR 19del 7978 2k R PR 8 i 39
BRAF V600E- e JEE0E | IEN
207] 56 % x TP53. PD-LI1 NA & i35 £ e PR 3 NA NA
EGFR T790M.
EGFR L858R. o LEE-IEN
3[18] 65 S P EGFR 19del TPS3. BRAF =2 $e R PR NA NA 14.3
V600E
EGFR 19del. i y
4[18] 51 5 H EGFR T790M. x —Z ifgg_b, NA 45 NA 21.3
BRAF V600E -
EGFR 19del. . RBAEE.
5[19] 69 % I EGFR T790M EMLA-ALK B Puzk ey PR NA I NA
EGFR 19del. . e RHEE. e
61[20] 81 °© NA ™53 " = B PR NA 2~3 G5 25
T790M. C797S. . [OES=IEN
7021] 48 % H EGFR 19del G7124S INER BT R PR NA NA NA
. _ [EFS=IEN .
=4k
8 [22] 54 “ 7 EGFR L861Q Met =k B 2 PR 10 ¥ NA
LEE2IEN 1~2 G5
9[23] 64 g NA EGFR 19del BRAF V600E [UiF2 ERAEE NA NA X/ ONEN NA
e £ e R
. EGFR L858R. . — LE-JEN
10 [24] 55 5B I MET X i e PR 7 NA NA
EGFR 19del. N LEG-IEN
11[25] 39 B X ALK_EML4 x g2k o g PR NA NA NA
12 [26] 63 k' ¥ EGF27L189?31Q‘ CUXI1-Met filf5 PuZk ﬁﬁ,@% PR NA NA NA
24Z 7). WK
] . EGFR T790M. . JiS=YEN AR
13 [27] 61 58 X EGFR 19del MET =4 P NA 19 . FuiL. NA
ENGZN
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EGFR T790M. N
14 28] 69 % X EGFR 19del cis-C797S+ Lk Bﬁéﬁfgﬁ PR 10 NA 80
ERBB2 e
o (GRS IEN
4 1 T =4 !
15[29] 65 S NA Liga ] T =z JEIE S NA 15.4 NA NA
LER-JEN
R EGFR T790M. . o i #.
16 [30] 63 5 A EGFR 19del BRAF V60O = Jémtrz SD 9 i NA
2 e
. LE-JEN kEARliaP
- s
17[31] 62 £/s NA EGFR L858R EGFR T790M =% SRR NA NA (52 NA
EGFR T790M. .
- _ LEE-IEN
18[32] 50 5 x EGFR 19del LMNA-I:I;I'RKI i =k e NA 5 NA 92

&

DI-ILD FIRIRFIEAFIEN T 27T E, KPR TR, &L BIR & s . ™ H
f) DI-ILD 7 525 80 [ VA T7 I A2 2R M 84K « EGFR-TKI 51 #2 %) DI-ILD HI AW E N 1.1%~1.6%, 3 Z%LL
FARR RN R TEEN 0.49%~0.9% [10]. =A% EGFR-TKI Zi4##t 5t H, %t 19 7€ 5 ] EGFR-TKI i 24
J& I EGFR-T790M RAZFHME ] NSCLC &5 3T A B e #Emihy7, 4 k4 1~3 ¢ DI-ILD [33]. X
FAHRARHOE T e SR i dT G R AR 4 RAGVER R MG 26 [34] [35]. E P S A g A NSCLC &%
B2 i JR IS B B R TR YT JE AR R R T TR I 4% R SR BRI, 2 9 7E S B 24 5 N 4 B
W R 5 8 2 A RE SRR T TR IR TS B 2% 36] . EGFR-TKI 25Kl 2 PENLH M AN TS 28 . R A KT
Z 44 (Epidermal growth factor receptor, EGFR)ZE 11 ZUfiifl b ARk, F£2 S5iliBEsiis il e,
AW A[36]IA EGFR-TKI [ o] Gl i 4] EGFR 15 5@ %, MIRGE EE iz 2, ik
Rifii. BAM[37]%W EGFR-TKI 5% 4 8t SO Wi iE 2308, RN AT AE 22t
o 1E—TUIGRH AL 38 HIN NI A 45 TGF-p 15 515 FIEEA ¢, TGF-p 155 @M HE =41
IL-6 A RE PR ARG . thoh, HIRINZE39)% B EGFR-TKI i 7 R4l 1IL-6 3RIE, #nT
it PR AT A P R SR VR o-LBN B IR ERIE, AT RE TS 3 AR PRI 28 I R A o H AR — X0 [ o P AF 9% A
AL 5 A N & DI-ILD K95 (S RS R R [ 11 BEAh, A RF 70 2 BN s B A i 2T 4 A b i hs
RHZEVE 3 0 G Ml R e S DR R B2 19 N EGFR-TKI Y897 AHOC ILD KAERIREE[14]. 2,
DI-ILD [ R AL AN 52 AT 2 o FRATTHRIE (11 5] 55 3 BB AT o R IR s R i 3 I A B mtiic g, BR A RS
JEBRA TR JE IR MR YT AT RE S ILD RAEM EZRE . —Beokit, FIRIIHT HEURZEE 5 R
WIS A G, REIR 2 W nT B 5 BCp st e Ve S IR 18 25 A fiE(Acute respiratory distress syndrome,
ARDS)EUMAFHEA[11]0 ST, X T Jifidee 28 2515 24 5 IRg A ml ik de 2 HHLE 8, e 75 4 2 S A R] 24540 5
e F FLARRE )6 T 75 EAT 405 R S AR a5 LG o EASE R B, U7 5 DI-ILD 22 o -0 FH 4
[A] Y6 9T 3R a8 ARG R 5 [40] [41].

INGY T2 R I VO TE R VR T T 2 JE ek )T R A R, =P B RE M A 2
TKI, XF N R AEKEFZE /MUTAEERKRE T2 A RAKEF 24, o-Kit 52N
A B AER, RE R IR NSCLC B WA [42]. ML 42 Je ik e R R g — M 2 48 S
TKI, 8 $H) 2 Pz R B S BRI, B4 58 A R AR R IR 152 A L/ INBRAT AR A A DR 7 32 R R 41 4 4
MR 520k, B NS S5 5, FDHI AT 4egn i 3G 58 . SERE AL Ak [43]. TEVERIE 7T, 38
BA SRV ER . Kb, BAVERE I E ILD &, MHEZ A T4 50 LRI T AIP
PR SRR R, A2 & e Jo bug 0 [, 2 i 1) o3 21 4 AL R A4S Bk — D i),
B —DIRE TR . Bk, DIFILD H IS 15 R R 25992 i e 1), LR 4 Sl B = v 7 o0t

DOI: 10.12677/acm.2025.1541206 2509 Il PR 2 2 3t


https://doi.org/10.12677/acm.2025.1541206

Kk &%

WG B . (B2, MIEBFEWRERNL, ERRERER. LI T 2 48 Rk s hiet
YEAL MG EE AR YT, X BRI A R L.

4. &g

PP T FRE IR PR PRGN L T AR 25 W ) 22 xRt 4 3 Al /N AT g A8 R IR IS PR AL 17 24 P 28
SRE L, TFATTHRIE [ 1 B A B FH 1) 265470 S Hh BII0 S A A 2% (099 491 3 B O AR i A R0 00 & L B
FRYT, BTN R AR YT T 245 R AL 5 BH IR IT 7 SOF BN A RN R A, A RN KA
Ji LT S I B A SR ST T 58 o RER IR I/ 0 B it BB 5 52 FH PR AL [0 ¥ 7 H AN RSS2 AR Al PR
R, ARENRENS TN T BE DA RSB I AR T AR, P il BB N P A 10RO AR i, AR A2 4
LA N AT IR RS RE

E&mHE
HIZRAE B 2 AR AR THRIT H (202203020560); 5 & sy DA AA 557750 H (2025-2027-65) -
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