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[#BZ ] ERAE/NgiEiifE (non-small cell lung cancer, NSCLC ) W& B EUR IR shIEH , R A K A FA2 K
AN F204 AZE7E ( epidermal growth factor receptor exon 20 insertion, EGFR ex20ins ) ELAMARE %, I HXHES
EGFRE& Z PRI 77 ( EGFR-tyrosine kinase inhibitors, EGFR-TKIs ) JRUE 24, T4k, H[WEGFR ex20insff) 2591 #
FRMNANE I o BT 2 53R T7 2 e i 95 [ 4 5 25 W 5 H1LJR) ( Food and Drug Administration, FDA ) k4t
TEGFR ex20ins %ZENSCLCIE ¥, B #F IR R S5 2S5, BREIAYT r RIRRWA Irlidie. 28577 TAE
TEIREGER ex20insfif 24, R, PRA T f#EGFR ex20insi) 73 THLHIIFITAG BB 5 Wi A &tk 5 22 e 8 G2 . AL
HERTH I DT T MR T A2 4G, LA SHEGFR ex20ins 572 S FAR AT TR AEA N EM 2% .
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[ Abstract ] In non-small cell lung cancer (NSCLC), as an improtant oncogenic driver gene, epidermal growth
factor receptor exon 20 insertion (EGFR ex20ins) has a unique protein structure and is primarily drug-resistant to tradi-
tional EGFR-tyrosine kinase inhibitors (EGFR-TKIs). In recent years, exploration of targeted therapy for EGFR ex20ins has
never stopped. Firstly Mobocertinib and Amivantamab obtained approval from U.S. Food and Drug Administration (FDA)
for EGFR ex20ins mutant NSCLC patients, then other drugs, such as Sunvozertinib, made breakthroughs and combination
therapies also obtained gains. Multi-pronged measures are hopeful to overcome EGFR ex20ins drug resistance. As men-
tioned above, it’s definitely important to gain deeper understanding of molecular mechanism of EGFR ex20ins and assess ef-
fect and difference between novel drugs. This review is devoted to make a summary about newest achievement so to provide
valuable reference about precise therapy for patients with EGFR ex20ins.
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K24, SEGFRZMBASHHLY, EGER ex20ins73 4% 8
MG 2500, AR, B T E A fE I EGFR-TKIs#E 1
BRRHN, H L2 IR EGER ex20ins 8728 e R 9 14
NIFEWITRL, FOIIRYT B E R . A SORE X
EGFR ex20insf 3 WA | 43 B A8 25 9 1 S5t
FEAR AT A2 TH B4

1 EGFR ex20insHRI TR F A

EGFR ex20insZ WL TICWOIH S . bie . VLA SO 6
BEE, MAEGFRZEM GBS, HARRALBHAI] B, 1E
FIEINSCLCHE A T, AR N 1.6%, (HEGFRZEEAL
3.5%00, FERER T, el WS TR B S |
0% A5 PO IERE FE 1, WIFSR DR B £9399% 1) £ & 12 T
BRI Ml A% o BRILZ AN, #5712 5848 B E 1 T s 3 o 44
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HEGFRZMLGEAS FEH 1 —2 0

2 EGFR ex20insHIE X 59 FAERHLH]

EGFR ex20ins X /E TEGFRANE 120 I, #J%3-21
ANTREEXT AUHE AR A B I, AT R AR EGFRIR 2R
PGS A I P 55762 27740 EFER (amino acid, AA )

( 5 4 25 #9358 b 9 o« C I TiE FN CHEE S 19 38 ) [H] 1-7
MAARYIHEA S EZ S (K1) , SEEGFR TG 5 i

B S OIS A A AR A . 3G AR Y R 02 . EGFR ex20ins
AL FE A AARAS 7] 38 50 T % 2 11 58 48 7 7
AN TR) SV R ] ) S o, I R 2 T AR AT Ry a CHELE PN
A (AA762-766) . EHHA (AA766-772) FLILER
A (AA772-774) =R, TEFREKNF] 1 850 AN [H]
ZEAR A, Ho T B AR IR A S AR Y E ik
94.7%, f5c'E UL = P4y L 530 A767_V769dup |
$768 _D770dupfIN771_H773dup, 43l i FrAT 5878 . A
25.1% . 17.6%H14.8%, LA1-3AARHAfH WL,
4h, EGFR ex20ins¥ 5 EGFRY B4 MITPS35 A8 A7) 1
FE 116 %5 AFAE TPS 38 EGFRY 1 4L %8 15 Y EGFR ex20ins
S S ARST R AT A I PESAH G
TEIEHAEFRIRAS S, EGFR I 7 B FC AR,

BiiR S EGFRES G JGEGERIE L Ak, 18 311k 2 R i
SR ) D T - - a CHEE T AMIE s S 0 Y “a Cin”
TEVER G, STIFHRIERS A2 =52 (adenosine triphosphate,
ATP) 455 DAL ATPAE G AL AR AL, O TS
53 AR AR AR A AR A 0T, CUBRIE YN A ity
LCAR SR HHMI%E, EGFR ex20insN £ % - 7E CIZ
BEJG IR I, FECR A MILELR | K CHRTEHE B 15 A4
%, I HIZG BRI AR AL A L), 3Pk AE AR CHR e f BF |
A3 A FE AR 1 BUE AT L & TS TR R B 45 407 5 3 4 )
f7RH, B TEGER-TKIsifE AZ5 G M4SN 550 S —ATPLY
SEAHIMEREDS ([B12) o M3 T HF A EGER (wild
type EGFR, WT EGFR ) , EGFR ex20insXfATP%: Ml J1 %
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Fig 1 Molecular location of EGFR ex20ins. EGFR ex20ins: epidermal growth factor receptor exon 20 insertion.
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Fig 2 Molecular mechanism of EGFR ex20ins. WT EGFR: wild type EGFR; ATP: adenosine triphosphate.

A B f 27 351 [R] 5 6P EG FR-T K Is Y S5 AT A B g 7
i, FEEGFR-TKIs S5ATP 3w FrPE 45 AT PSS G v 5 Mk
JERE, YT PR M EGFREZE AL TWT EGFR
P FLezas2020 | RS 25 W) Uk B BE 1T RE SR THIT
R, AHL I R Y I 25k B 23 i eW T EGFRFBEUR L # 1
B A, SR B | HETS S5 RK . B ANE il i A R
720, (EAF T B2, W FF R EGFR ex20ins AL, 411
12 iE N A% EGFR A763_Y764insFQEA (55 CI2
JHE 1] N 3 B8 A7 ) B 48 R 55 76200 A ATE R A5 S5 6 A )
ATPRIRESIN) | 7705 SE MR H & MR B Y BR 4 A
AL (CHE TNV 235 ) Tl BRI 5 22 [ Fg W 5 | e L B AR A7
EGFRMTE ) IR 2 B M AL, T LIS 58
EGFR-TKIs{/3 R AT LUXT I 487 10 & A7 i e242s1

TERIN 7 b, el 7 255 e M 4% ( National
Comprehensive Cancer Network, NCCN ) FE R COERE R —
FIMFF (next generation sequencing, NGS ) MARSER R A
fif 5 3 [ V7. ( real-time polymerasa chain reaction, RT-PCR )
VR B A s, HEIR RT-PCRAIAENGSI K6 26 1] 1k
S0%7,

3 EGEFR ex20ins;& T HT 5B
H Aif il R A S EGFR-TKIs . 4177 L4y Hil

HRE VA7 X EGER ex20ins NSCLCHY R AR F A BE,
PR RALIT RIS, BMZE R (objective

response rate, ORR ) 425.7%, PFSHS.61~H 8, Ffidg AR
22 R0 1] 240 ) i PRS00 B R BB i, 2024000 [E] i PR
JiE %25 ( Chinese Society of Clinical Oncology, CSCO ) f&
R PO — R HEFEIR YT 0T R S 2T (1AZKIESE )
Hh, DAXIRAERE R IG IR TT Z BT & S E A PR
EGFR ex20ins [ ™40 7%, JRIAYT R aeR:
JEHER UL, B ERR AR e AR S T I kR I EGER
ex20insiHYT 58, W3R JT 2 Bo450 DL 3FE YR 43 0 BN I
LRURIIRAESEIEIT )7 % o EGFR ex20ins AL IG5
AT 430 40 P A EGER-TKIs #8155 41 it A1 ) B0 5 B i 1A
( monoclonal antibodies, mAbs ) & (F3) , AFHF
Xof 25 8 ) 245 ) B R B 7 i AT TR AU |
3.1 EGFRTKIsHLZ 7k &l JLHER A JE, $MEGFR
L N Z5 A I EGFR-TKIsf3 2] T )72 W 1. —fREGER-
TKIs HATPZE 4+ il 3 EGFR-TKIs, i T EGFRZEZ A
MIRATPE A ), 5 ATPSE Gk 45 & EGFRIM il 25 #4 1k
AT PZE A0 1. 093) ;. —fREGFR-TKIs B 7E S EGFRES
7970 F BRI HE ( cysteine 797, Cys797 ) (&4 ) 45
HIEALMM AT 5 54 . RIEGFRIE L R4k, 32
Ik EGFRZEEARATPE M ) T 7 5 3 19— fAEGFR-TKIs
i 25 FA IR) AL, (2K i v 2 ( half maximal inhibitory
concentration, IC ) F 5 WT EGFRy=A: i i85,
IRIT AL 5 T AREGFR-TKIsH L, —{REGFR-
TKIsid 1 Mg WEH 2R 2 A8 AR 3L, BR T 5 Cys797 i
HAMEEEGHN, M ACEGFR-TKIsHE & T XfWT EGFRI
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Fig 3 Different targets for EGFR ex20ins targeted therapy. mAbs: monoclonal antibodies; TKI: tyrosine kinase inhibitor.
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Fig 4 Binding site of EGFR tyrosine kinase domain and EGFR-TKIs (from Protein Data Bank PDB ID 1XKK)

PEFEPEDS], — | TAREGFR-TKIS{UAE R/ AR WA [ & IR 2 N Y EGFR-TKIs, #iiff & I EGFR-TKIs2 418
P2 1B g Rl fo22434 i = ARBGFR-TKIsilh ] i ik i 2R sl 0 R U 2 1T i 3% 1Y) 72 IR EGFR ex20ins
EGFR ex20ins 7" A, ELSCHEAAISY (real-world  HE S (Y Zs [a] {7 BH . B3R 0 S 25 S8 S . B HIwT
study, RWS ) DL I, AHESF—24by7, TR AAE:  EGFRSEUNB A, mBUS TR .

% . “fREGFR-TKIs{IT 3t H K, mHIHATE —  3.1.1 —f05 “fREGFR-TKIs Z%UEGFR ex20insfH # 7112
AALIT MR, $EREGFR ex20insHIGIT T RZMFETE %2 — . fREGFR-TKIsiAYT 5 PES{UA 1.9-2.77> J 3s3¢],
L AR B R ZS ARG 7o BRAM R4 S eI DRI PR S B85 b 4 o) SR FH B #2840y ), (HR A1



o it g 2k 52024 4F8 1 552745581 Chin J Lung Cancer, August 2024, Vol.27, No.8 + 583

HF—. “REGFR-TKIsth i B AW F & 412510 )7
MR . RWSUISRI], 35 B9 A8 W A Al 7E —fREGFR-
TKIs DR T S 81207 IWPESIR 25 ;. #rF-IREGER
ex20ins MV 8 EL 5 7% {A S 55 A TG PRWF 5% rp 22 30 %)
— . ZAREGFR-TKIs Y i HUE M A G PR3k 5 o EGFR
A763_Y764insFQEATEMRIME R Xt AR 2 . Bl By
BT HEMER — . —/UEGFR-TKIsH 23437 il
Blemic, 2T =fABGFR-TKIs®!, #L[AIRITIT AL
K4 (ORRH62.5%, HiPFSHS5.5H ) B, EGFR
D770delinsGY N % —AREGFR-TKIsH (14 34 1] 45 J& Bl ik 25
JeHUE (PESH11-12.41H ) 24, W5l A 7705 AA
B H 2 B U AR AU EGFR ex20ins 7 15 1] BEHI X 2524
YA SRR ), R 2 I R E 58 AR BEAS RWS S RF1%
Wi,

3.1.2 “{REGFR-TKIs

3.1.2.1 WA RBaE el Sl EGFR
BB R AL N R (5 538 1%, XTEGFR ex20ins 28 A8 (A B
R AT bR I P o0l KR SE AT 1 ) FE/NVREAR Y
[l st A 5T R LU 1 7- 1916 ARG 2 ey, s o 551 o B Ay
)¢ (80 mg, qd ) JTRUCKAATEKE (ORR: 67.7% vs 0%;
PES: 62vs3.5TH ) , ABRIMMERSET W, mite
HREFRBEFEEE (160 mg, qd ) JT AT HEERF 5T
POSITION 20MHIECOG-ACRIN S162044H1 , —£L fil)5
KIGITIT R P ( ORR: 24%-28%; PFS: 6.8-9.71H ) ,
EIEIF M RA R F 4 (treatment related adverse event,
TRAE) @4, &W WHTRAENETE (72%-76% ) .
W57 (44%-67% ) FIAL/NRITE D (20%-67% )
20%-35% R A T 239 TRAE,, — it [B] K FEAR 1]
JBSE AT 5 Lo e R 28 B A 5 JE VR YT I EGER ex20ins (8
HAEREEME (ORR: 6.5%; PES: 2.3 ) , HZ5¥7|
ERTPFSTC 520 . SO AE S PRim R v, SR
JE 2 BT BT AR B R AN 2

3.1.2.2 (RIERE RIEE it 5] AR =5 £ A5k
WESER AT G0 BT 1, WA AR HE PR i
Py 157 2 3L R0 e R S 190 e 0 A R v I B B
5y 5 MR LA 455 I 7RIt o H A R A s ] o]
AR HARIER 80 mg/d, H R 5 ) 2 A7 v [] e
TRUEZE PRI T R 25 ), 7EIDIHFAVO URIIG PRI 46 50!
W, el (240 mg, qd ) IRERREAEN —L MG LT
A WA (ORR: 69.0% vs 50.0%; HVPFS: 10.7 vs
70 ™) 5 JEEIBYT PRI (160 mg, qd ) IR
VLB TR (ORR: 40.9%; iPES: 5.841H ) , [FAS

B SR B NG . et L, SN T TRAES:
FOARIT IR R AU 4.2%, IGRSZERR, SN ER
BRI TR SER e ] FEdE, (Hdi A RWSEIR ] —
LIRIT I TS DR R p i ks AR FIRSE R e,

EIFARFERERJE &, 5 —TIRWSSHIIZE 1 T fie
Ft (240 mg, qd ) FJORRILHA37.7%., HHG, —LXFLK
LR e S ALy R o s R FURVEN T IE
FEEATHS),

3.1.2.3 BISERE)E Bl S e A v ke 30 P 3 4544 5|
AW 5 Cys797# S VD, A28 & 45 1 EGE R R
fb. TGS S SRS T /ER, fE20H
40 mg/kgVfe B T #EHFEGFR ex20ins/IN U I8 AR A A i 2%
SEHFIRARA (419% vs 64% ) B8, HRTRTER R IARITE
UW.EGFRZEE Wi INSCLC 4 rh iy 22 v T s PRI
(NCT04951648 ) 1E7E#EATHY, HHij M JCEGFR ex20ins/
HRAE YD

3.1.3 it & HJEGFR-TKIs

3.1.3.1 BT JE IR St BRI S N IR 45 1Y
1498 5 EGFR ex20ins BRI 45 5, I EGFREEIR LA
KRG R, R/ TG PRI g 7ss Bl
B Je e R 3252 5 125 LIT EGFR ex20ins 2% H1ORR A
28%, AIPFSH7.3MH, JTRRZRA WA, T
NG PE R R . TRl L, 47% R EE =35
TRAE, DIJETE (21%) . B0 (4%) . HER (4%)

R WL, AR R SRR L R R R e 2 T
BERRLS, BLPEFE R JE P AR A AR 2 N R
SRAE HESOHISE 25 24 5 B PR (Food and Drug
Administration, FDA ) Il AE L H TR 7 81240 7 R K
fEGFR ex20insMiINSCLC . #RT, X Hb—2R B 388
Je 5 E A TR I I RIS EXLAIM- 2060 BE il
TR ALY AR WL B3R5 ( ORR: 32% vs 30%;

PES: 9.59vs9.63 1" H ) , KRBELFNIPESHEMFFTLAT,
>3 TRAEFEE HIALALITA s (62% vs $3% ) , A
FEA TIGHALAE / B A R B oK, e A SR e 7
K EE S EE R, CSCOTE Mgtk Hagk e
3.1.3.2 FRREIE PR E i 2- E S R e BRI RN R e 3
U SEBEXS EGFR ex20ins 5 B2 55 Fl T FIBEREPEL4 . 1/11
Il R seosirpr FFIREE JE FEZVREGFR ex20ins NSCLC
BEPRMTE AIAITE, 100-300 mg/ 7R ]
JrA R H 2 BG4 (ORR: 41.9%-61% ) , 7EREfE
Bz Sy T i R h R s AT (300 mg/difORRA



.+ 584 « o [ il g 2 52024 4F 8 H 527445 83]  Chin J Lung Cancer, August 2024, Vol.27, No.8

61% ) , TEIEZMNHEH | AERAYTRBOMBEEIRTT %
T 0L BRI kb, dE—2DIER T &R IR e 1Y
PR Z R Ve 1. TERR R FE T, SRR
(300 mg, gd ) ORRiK77.8%7, L4t I, >32(TRAE
A5G I UURR B R BT = (17% ) . HETE (8% ) XML
(6% ) o 20234F&FIRE e TR T4k y7 R IS 1Y
EGFR ex20ins NSCLCH #1 HAy, —IiB7E L —2k
FTIRE S S PRERHZE 25 1LY 7 TEEGFR ex20ins NSCLC/H
H Ry AT I RS (NCT05668988 ) IEFEHEAT
B R B R

3.1.3.3 FEE A Je BA Y IR EGFR ex20ins i £
PE BT RN IE B E B AR, R AT O | Z2 FP EGER ex20ins
RATAV A I G, BA T IS PIEGFRIG R M 5L Y
IBRITE O, AEL/ TG RS 72, R AR o 5
M JE (100 mg, bid ) i, ZAEGFR ex20ins NSCLC
ORRN41%, (HIFEZ AR W RIGE M, i 34 58 AR B B4
RAFFIEL (ORR: 41.5% vs 22% ) o A2 09 1MLk
JiE R 2E i e 0 i AN ), (B AR LB BRI e 7% 2 A UL
E & P b S N e i ol W 0 N = S R R I )2 S
(80% ) . HAR (32%) FIEIE (30%) , Z K129,

AE AR T R

3.1.3.4 YK-029A YK-029Aifid (5 #EEGFR 1 HLEGER-
TKIsTCIL BRI BK 4% . 5 Cys797 L0 55 & (R 5 %)
EGFR ex20ins e FEME SRE 1, M EGFR#EFR 1k J¢
PR IEE S 7 OGRS T 5 T 2861903R
EGFR ex20ins NSCLC/E ', 52 YK-029A1HYT [ ORRAJ 345
73.1%, HIPESH9.3 M H, HIEARFZEA T H A R
WO, ZabE L, 94.4%M) B F IRIITRAE, FEALFETY
I (46.3%) . JEE (38% ) FIEIE (32.4%) , 27.8%I1 8
FHHI=3HTRAE, HAT, XH—ZYK-029A5 S 4H1bI 77
BTG RR IS (NCT05767892 ) IEAEHEATHY, Hdhi i
FAHE

3.1.3.5 PLB-1004 PLB-1004/&—F ELAG LA i KL g g 45
F T BUEGFR-TKIVS! . ZE LI R 5 7 b A g A 65
235 EGFR ex20ins NSCLCHR &, 43 A 11454 B BA
(10 mg, qd%480 mg, qd) , SMAORRWIES7.7%, P
fﬁﬁﬁ?ﬂ% ( disease control rate, DCR) ﬂillOO%, {ET{%%
FIHE (480 mg, gd ) BAFIHILEEH] i T 3 1 1 S B 4
R AR . etk L, B W TRAER
FEIETS (75% ) FEIE (60% ) , ZrBIA18%F11% M >3
HTRAE. HATPEAHPLB-1004 T BEA: 1252 1 & 414097
F /8 R VAY P EGER ex20ins NSCLC A 3 I Ifs PR 156

(NCT06015503 ) 5—£%F He S ARG B & BB & 1
TR BT TG FRIR S ( NCT06281964 ) 1IEFEARZES),
3.1.3.6 BEBT-109 BEBT-109/&—F{Z 2845 ik FEEGFR-
TKI, i R B B 5 Cys797 N Al ik 4, il i
PR HL RS 24 MU G R 7). TR A Z8IREGER ex20ins
NSCLCH & HTatlf R0 07 B T 44.4% A ORR IS
AW AIPES, PRI AR FIE IR 5 AR T 7ML ( ORR:
40% vs 42.8% ) , 1{J|EGFR A763_Y764FQEAPH: i 1 i
TR R A N . At L, R WA TRAE M IETE

(100% ) . 9 (66.7% ) FIF%IfL (61.1% ) , 38.9%[H
H P39 TRAE, S5.6%M 4 L1524
3.2 mAbs*LZ5YT Tk mAbs A SEGFR-TKIs A B4E L
i, RS T AN, S KRR R S
EGFRIAMESE | T IR SZ IR G Ik 9 AR A 5 3K
i 928 240 L S T EGFRIVY T 1A, () I ik 2 470 (A 40 51 R A MR
RS P14 24 6L B A0 U T 21 R i A0 B K 4T R 80
mAbs K FEYTU MG FH AR ZATPS I, T EGFR-TKIs | 18
1 BHLIBTEGFRAN AL P S 25 AL 30 P 1 AT PES 5 (67 s R A5 A
FHEST, mAbsHUREVE AL H o T )32 1 R H i
o
3.2.1 BRI ZRYL BT Z PR EA SR
M EGFR 5 [8] 1 3% B2 % fL I F ( mesenchymal to epithelial
transition factor, MET ) BRSSP ), FE T
CHRYSALISHF7E B 11400 mg ( FEZk 1A T >80 kg )
551050 mg ( FEL AT <80 kg ) 2FlfE I, 7R REH: %
Z ST B EGER ex20ins NSCLCH #1875 1 40%
fIORRANS.3A A I i PES, £ ETRAE N 1-24% () J 95
(86% ) . FRAIICRIN (66% ) FIFFIESE (45% ) , 4%
R N2 . 202 4% 259 © 78 36 AR TiRYT
FHIC A R,

3.2.2 PHZE BT/ JMT101 /it & 2 2RS40 JMT101, P4
T BT S T 2 BB M PUEGER mAbs, —# 0
HLZ L[5 EGFR ex20ins I RIS, {HE e A5 Py A5 A

R [0 EGFRIUPTIIRE G M, HJMT1017EEGFR
ex20ins 7 PP AL AE S AR v g A= A 32 AT 1R 60962083851,
3.3 WAIRIT I RIRE B B3Ok, HETHL M EGER
ex20ins ) 25 25 W EGFR-TKIs FlmAbs HA A 6] 1AL
TR A B T S P M S AU EGFRBH T, AR
W el AT ARASF I WP RO 25, TR A mAbs AT AT fE TR Kb
EGFR-TKIs{A Y7 & H A AR 5, Ir4FEGFR-TKIsHI
mAbsHX G HE 6] EGFR ex20ins AR R FAEFFH, mAbsEEA
T RS TR NG, S R, AR
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WHEIN T 3% I VL ETRAER &4, TR AR R 7 75 AX
M Y TR S VAR RS <

3.3.1 PR JRBRG VU2 B T Py Je B 276 YT EGFR
ex20ins NSCLC /& # I ORRAIK T-10%0¢,  FETTHA SR llf IR
PRI 7 5 Y BB T B R L] A £
18/5ORR M 32%, HiPFSHS.SA A, fieh WWTRAE MRS

= 1 EGFRex20insHItH X $EmZi ¥ I AR ik 38

Tab 1 Clinical trials about targeted drugs for EGFR exon 20 insertion mutation

(70% ) . KB (65% ) FEZRTHE (59% ) , S4%my B
HEL>32¢ TRAE..

3.3.2 WARJCI G ZER PP/ IMT101 7572 Je Bk
BIFEIRE T, 80 mg/dW Ay B JE kG ZBRFALBT NG
J7ALIT 5 BEFEEGFR ex20ins NSCLCH %, PFSik6.91 /] ,
38% M AT I3 TRAE, K (21%) HFE.

Name of agents Type of Trial  Patient population Treatment regimen ORR (%) MedianPFS  Mainly grade=3  Reference Clinical
agents phase (mon) TRAE (%) identifier
Osimertinib EGFR-TKI  Phasell Without other EGFR- 160 mg, qd 28 6.8 Diarrhea (4), 3] NL6705
TKls and bispecific rush (4),
antibodies pre- CPKincreased (8)
treated advanced
EGFR ex20ins NSCLC
Phase Il Pretreated advanced 160 mg, qd 25 9.7 Anemia (10), fatigue a4 NCT03191149
EGFR ex20ins NSCLC (10), prolonged
QT interval (10),
respiratory failure (5)
Fumonertinib EGFR-TKI  Phaselb Pre-treated 240 mg, qd for the first 69 10.7 Not disclosed 501 NCT04858958
advanced EGFR  line therapy; 160 mg/240
ex20ins NSCLC mg, qd for sequential
therapy
Phaselll Treatment-naive 160 mg, qd; 240 mg, qd Not Not Not disclosed 1551 NCT05607550
advanced EGFR disclosed  disclosed
ex20ins NSCLC
Mobocertinib EGFR-TKI Phase Platinum-based 160 mg, gd 28 73 Diarrhea (21), 1581 NCT02716116
11 chemotherapy pre- nausea (4),
treated advanced stomatitis (4), lipase
EGFR ex20ins NSCLC increased (4)
Phaselll Treatment-naive Mobocertinib 160 mg, 32vs30 9.59vs9.63 Diarrhea(20vs 1), 1611 NCT04129502
advanced EGFR qd vs Platinum-based anemia (6 vs 10),
ex20ins NSCLC chemotherapy increased lipase (6 vs
0), stomatitis (4 vs 0)
Sunvozertinib EGFR-TKI ~ Phasell  Platinum-based 300 mg, qd 61 Not . Blood CPK 1661 NCT05712902
chemotherapy disclosed |n-creased an,
— diarrhoea (8),
advanced EGFR anaemia (6)
ex20ins NSCLC
Phasell  Treatment-naive 200 mg, qd or 300 mg, qd 714 Not Not disclosed 1671 NCT03974022,
advanced EGFR disclosed NCT05559645
ex20ins NSCLC
Phaselll  Treatment-naive Sunvozertinib vs Not Not Not disclosed (2] NCT05668988
advanced EGFR  Platinum-based doublet  disclosed  disclosed

ex20ins NSCLC

chemotherapy
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Name of agents Type of Trial  Patient population Treatment regimen ORR (%) MedianPFS  Mainly grade=3  Reference Clinical
agents phase (mon) TRAE (%) identifier
Ziparlertinib EGFR-TKI Phase Pretreated advanced 5 dose levels, from 30 384 10 Anemia (9.6), AST 721 NCT04036682
I/lla EGFRex20ins NSCLC  mg, bid to 150 mg, bid increased (4),
diarrhea (3)
YK-029A EGFR-TKI Phasel Treatment-naive 5 dose levels, from 50 73.1 9.3 Diarrhea (6.5), 74 NCT05767866
advanced EGFR mg, qd to 250 mg, qd hypokalemia (6.5),
ex20ins NSCLC anemia (3.7)
Phaselll  Treatment naive YK-029A vs Platinum- Not Not Not disclosed 1691 NCT05767892
advanced EGFR based chemotherapy disclosed disclosed
ex20ins NSCLC
PLB-1004 EGFR-TKI  Phasel  Treatment-naive 11 dose levels, from 10 57.7 Not Diarrhea (13.5), 1731 CTR20201030
advanced EGFR mg, qd to 480 mg, qgd disclosed rash (6.6)
ex20ins NSCLC
Phasell  Treatment-naive Not disclosed Not Not Not disclosed 169 NCT06015503
advanced EGFR disclosed disclosed
ex20ins NSCLC
Phaselll  Treatment-naive PLB-1004 vs Platinum- Not Not Not disclosed 169] NCT06281964
advanced EGFR based chemotherapy disclosed disclosed
ex20ins non- with or without
squamous NSCLC Sintilimab
BEBT-109 EGFR-TKI ~ Phasel Previously treated 120 mg, qd; 180 mg, qd; 44.4 8 Diarrhea (22.2), 77 CTR20192575
advanced EGFR 120 mg, bid rash (5.6)
ex20ins NSCLC
Amivantamab  Monoclonal Phasel Platinum pre- 1050 mg (weight<80 kg), 40 8.3 Hypokalemia (5), 1 NCT02609776
aitibody treated EGFR 1400 mg (weight=>80 kg) rash (4), pulmonary
ex20ins NSCLC embolism (4),
diarrhea (4),
neutropenia (4)
Afatinib plus Combination Phasell  Advanced EGFR Afatinib 40 mg, qd plus 32 5.5 Diarrhea (14), 187] NCT03727724
Cetuximab therapy ex20ins NSCLC Cetuximab 500 mg/m?, rash (14),
q2w dry skin (14)
Osimertinib plus Combination Phasel  Platinum-based Osimertinib 80 mg, qd 22.2 6.9 Rash (21) 188] NCT02496663
Necitumumab therapy chemotherapy pre- plus Necitumumab 800 mg
treated advanced d1+d8, q21d
EGFR ex20ins NSCLC
Osimertinib plus Combination Phase Ib Pre-treated JMT101 6 mg/kg, g2w plus 36.4 8.2 Rash (21.3), 28 NCT04448379
JMT101 therapy advanced EGFR Osimertinib 160 mg, qd diarrhea (10.7)
ex20ins NSCLC
Phasell  Platinum-based JMT101 6 mg/kg, g2w 50 Not Rash (32), oral 2 NCT05132777
chemotherapy pre- plus Osimertinib 160 mg, disclosed mucositis (11),
treated advanced qd diarrhea (10)
EGFR ex20ins NSCLC
Amivantamab  Combination Phaselll Treatment-naive Amivantamab plus 73 11.4 Neutropenia (33), o1 NCT04538664

plus therapy

chemotherapy

advanced EGFR
ex20ins NSCLC

Platinum-based

chemotherapy

leukopenia (11),
rash (11)
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Tab 1 Clinical trials about targeted drugs for EGFR exon 20 insertion mutation (continued)
Name of agents Type of Trial ~ Patient population Treatment regimen ORR (%) MedianPFS  Mainly grade=3  Reference Clinical
agents phase (mon) TRAE(%) identifier
Tarloxotinib EGFR-TKI  Phasell  Platinum-based 150 mg/m?, q1w 0 NA Prolonged 1021 NCT03805841
chemotherapy pre- QTc (34.8),
treated advanced rash (4.3),
EGFR ex20ins NSCLC diarrhea (4.3)
Poziotinib EGFR-TKI Phase Platinum-based 16 mg, qd 14.8 4.2 Rash (28), 193] NCT03318939
7 chemotherapy pre- diarrhea (26),
treated advanced stomatitis (9),
EGFR ex20ins NSCLC paronychia (6)
Luminespib Hsp90 Phase Il Pretreated advanced 70 mg/m2, q1w 17 29 Ocular toxicity (3), 1941 NCT01854034
inhibitor EGFR ex20ins hypertension (10),
NSCLC hypophosphatemia
@)
BLU-451 EGFR-TKI  Phasel Advanced EGFR Not disclosed Not Not Not disclosed 1691 NCT05241873
ex20ins NSCLC disclosed disclosed
BAY2927088 EGFR-TKI  Phasel Pre-treated Not disclosed Not Not Not disclosed 1691 NCT05099172
advanced EGFR disclosed  disclosed
ex20ins NSCLC
FWD1509 EGFR-TKI Phase Pre-treated Not disclosed Not Not Not disclosed 1691 NCT05068024
il advanced EGFR disclosed  disclosed
ex20ins NSCLC
AP-L1898/JS111 EGFR-TKI  Phase Advanced EGFR Not disclosed Not Not Not disclosed 691 NCT04993391
il ex20ins NSCLC disclosed  disclosed
HS-10376 EGFR-TKI Phase Advanced EGFR Not disclosed Not Not Not disclosed 161 NCT05435274
7 ex20ins NSCLC disclosed  disclosed
Aumolertinib/ EGFR-TKI  Phaselll  Treatment-naive Aumolertinib vs Not Not Not disclosed (69 NCT04951648
Almonertinib EGFR ex20ins NSCLC Platinum-based disclosed  disclosed

chemotherapy

EGFR: epidermal growth factor receptor; TKI: tyrosine kinase inhibitot; CPK: creatione phosphokinse; AST: aspartate transaminase; ORR: objective response rate; PFS:

progression-free survival; TRAE: treatment related adverse event; NSCLC: non-small cell lung cancer; NA: not applicable; Hsp90: heat shock protein 90.

WAE (160 mg, gd ) HATMT101 ) Ib I R 55
th, ZIAREGER ex20ins NSCLCHE # ORR1A36.4%, HI{PFS
K82 H , IR SR AR WA M e K, BT P A A%
BT IR L5748 ( ORR: 75% vs 36.7% vs
28.6% ) , FIMELBNELAFFINTEE (ORR: 25% ) o &4
P, S ILTRAEN S (76.9% ) . HETE (63.6%) ,
62% M H 3 =230 TRAE . 7E 48 A& #A2R A T7 R I iR
H T RIS H ORR AT 3A50%, {H =ik 73% 1)
>3 TRAE, FEHLE (32%) . @E (10%) ,
SET S%HRF K ALELY . 20244E3 A FDA#LYE ] TEGFR
ex20ins R EH —ZRIBY 0,

3.3.3 W LGS ST TUWPAPILLONMSE B,
BT Z R G AT B R — AT W E R S T ZORR
HIPFS ( ORR: 73% vs 47%; PES: 11.4vs6.71H ) , {H
AT IR 3% M UL ETRAESS N, 32 B4 45 ik ki
A (33% ) . AT (11% ) FIEZE (11%) , 7%
R E L AIRRYT .

3.4 HALZGY WA EE | PR R PRI S A 1190
i) Luminespib P RL R BAE, ORRIUN0%-17%.
UEAMAAT ANBLU-45 155 IE e #EA T UG R i 254,
FER1TPEIH
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