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[(HZE] B T8 A e 76 I IR 55 85— 4R 7 1 91 2% Bz 2 K I F 52 14 (epidermal growth factor
receptor , EGFR) 5875 45 /N B Jifi 3% (non-small cell lung cancer , NSCLC) (IR IRIT S, Fik B 4Hr 2017 4F 6
H & 20204 1 ATET 8 N E BRI NSCLC H — A B A 2 JE 1R T 1 SR 3 35 191, 40 S (A8 7 0T
W BRUE 1.1 PR VT 77 %%, 8 0 Je it e A 7730 (progression-free disease , PFS) W L7458 JE — 4R 1R Y7 EGFR BHYE &
HH TR BR TR 35 B E R AT RO, 22 GRS B G L 5 Bk BN REESE L 6 BRIt . FOUL
G %0 63% (22/35) , A %K 77% (27/35) o« P AL PFS S 142 4 H (95% 7 {7 IX ] 10.2~18.3 4~ H ) .
B PR Bt LB IE iAW EGRR TSI NSCLC 1 ELA I 77 4.
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Efficacy of First-Line Osimertinib Treatment in Advanced Non-Small
Cell Lung Cancer Patients With EGFR Mutation

WANG Qian-yu, LI Xiang-meng, YANG Jin-ji

(Guangdong Cardiovascular Institute , Guangdong Provincial People’s Hospital , Guangdong Academy of
Medical Sciences , Guangdong Lung Cancer Institute , Guangzhou 510080, China )

Abstract: Objective To investigate the clinical efficacy of first-line osimertinib in the treatment of advanced
epidermal growth factor receptor (EGFR)-mutated non-small cell lung cancer (NSCLC) patients. Methods — Thirty-five
EGFR-mutated patients with advanced NSCLC diagnosed in the Guangdong Provincial People’s Hospital from June 2017
to January 2020 were retrospectively analyzed. The objective response was evaluated according to Response Evaluation
Criteria in Solid Tumors (RECIST) 1.1, and the progression-free survival (PFS) was also calculated. Results Among
the 35 patients, 22 achieved partial response, 5 with stable disease, and 6 with progressive disease. The objective
response rate was 63% (22/35) , and the disease control rate was 77%(27/35). The median PFS was 14.2 months (95%
confidence interval, 10.2~18.3 months). Conclusions First-line osimertinib was effective in advanced EGFR-mutated
NSCLC patients in clinical practice.
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cancer, NSCLC ) 7£ Jifi 5 71 24 /5 80% o H:rp P A
b 3 A K 32 1K (epidermal growth factor
receptor, EGFR) 5¢ 28 R % 7 , 24 15 NSCLC 1Y
51.4%" . HETEFXT EGFR 5875 [ I 0] NSCLC ,
FEREE LB e AF A — AR KA A A T 2 AR
TR T4 I 40 1 57 (epidermal growth factor receptor-
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tyrosine kinase inhibitor, EGFR-TKI) A4 G 3 B A= A
il (progression - free disease, PFS) ¥R T 10 4
A, 5 AR EGFR-TKI B % 8 Je A 5 85 B 1
PFS AT 35 8] 11.0 > H #114.7 > H 7', FLAURA
WA R R, 58 =0 EGFR-TKI A B Je — £k 3A
JT EGFR 5875 I 5] NSCLC f8 # 1) PFS 1 i A 77 1]
(overall survival, OS) 43 5| A] ik 18.3 /> H F1 38.6 4~
J XS HE A — 40 EGFR-TKI 7 JE 4 Je sl e % &%
JE , A5 JE ¥ PFS Al 0S 8.3 8 155 — X EGFR-
TKI, 587 Je 7 v I Rt b T/ i R 552 B2 v i)
780 AN B o ASBIESE [T 73 A 1 2017 4F 6 S
22020 4F 1 A 1B ARAE NREE B2 1 35 6
EGFR 75 Wi ] NSCLC —Z& At I A 85 JE 9728

1 #REFE

1.1 HRMK

F 55 46 B[] : 2017 4F 6 H 2 2020 4E 1 A .
NHBRIEN : (DAET R N R EEBERR 2 18 (IV
) il g & s (2) &2 AR ¥ (next generation
sequencing, NGS) 5 28 48 § 1 &R 4% (amplification
refractory mutation system, ARMS) 7 £ il EGFR %
AR ; (3) —ZR Al FH A Je 24307 . AL AR
)35 G BE B AL IEIR 1 R, A
YR ARGy 33~83 4, thSLAR Ay 57 %
WK 191 (55% ) , AR -8 16 1 (45% ) o T
BVAIT BT IR B PES) (performance status , PS)0~1
Gr HAH 3019 (86% ) , 2~4 41 B35 5 11l (14% ) o Jides
3345 (96% ) , @i 1 4 (2% ) , RS 43 F i 228 o3
WIEE 1B (2% ) o Th X A 28 3R 4t (central nervous
system, CNS) 5 F4 SR 847 25 61 (71% ) , J& CNS 5% #%
BFE 1061 (29%) o 35 B A48 3 347 29 Bl
(83%) B R NGS A EGFRBATE, 6451 (17%)
FRE T ARMS A6 ECFRIATE . EGFR 19del &
# 1941(54%) , EGFR L858R [ 16 il (46% ) , 3t 4
B1(11%) B ILL A I TT90M.
1.2 7k

B A7 N4 A Y — 2 1 IRl B A e
80mg qd , FL 2 iR i R ) BN AT 52 A B
Lo VYT Ik AR g 2 52 A il I vk el T
ML 2 $1 48 (computer tomography, CT) , 4 CNS
W% B RN 2 A Sk i s B LR o AR BT B
2RV % 202145 H6 H .
1.3 FFROEMN

P8 S 4K I8 9T 20 0T M s U#E (Response

F1 BEELEE

Tab.1 Baseline characteristics

Characteristics Patients
Age 57(33~83)
Gender

Male 18(51%)

Female 17(49% )
Smoking history

Former smoker 19(55% )

Never 16(45%)
ECOG PS

0~1 30(86%)

94 5(14%)
Histologic type

Adenocarcinoma 33(96% )

Adenosquamous carcinoma 1(2%)

Adeno/neuroendocrine carcinoma 1(2%)
CNS metastases

With CNS metastases 25(71%)

Without CNS metastases 10(29% )
EGFR mutation type

19del 19(54%)

21L858R 16(46%)
Detection methods

NGS 29(83%)

ARMS 6(17%)

Evaluation Criteria in Solid Tumors , RECIST) 1.1 TF4fy
T WY 30 . M 5E 4 2% % (complete response,
CR) : ¥V &t 58 4214 2% 5 %8 77 22 fi# (partial response,
PR) : 89 AL 1) e 1 A2 BRI/ =30% 5 95 0 A
“E (stable disease, SD) : #3414 5 1 43 2 FT g /)
<30% B3 K- <20% 5 % 95 o i (progression disease,
PD) : $I55 kb di K AR 1 BRI I =20% 95 4 1
& (disease control rate, DCR)=(CR+PR+SD )/ %
B x100% , % W 2% fi#t % (objective response rate,
ORR)=(CR+PR)/ & il 4% 100% . T& I J§& 1 47 1]
(progression-free survival , PFS) A B wHERERIBITIT
b5 % PD Y]
1.4 ZitF4E

K HI SPSS 24.0 B AF AT G A 0B . RATEE
A JT] Fisher #6556 , PFS % ] Kaplan-Meier T
WA PIE<0.05SIANHA SRR

2 & X

21 ImKRITR
F1)7 2 2021 45 H 6 H , 35 5l EGFR 2375 i 4
NSCLC & e e scan & 2 s, %A o ik
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F] CR, A 22 ] ik 3] PR (62.8% ) , 5 4] ik %] SD
(143%) ,6 I PD(17.1%) . ORR A 63%(22/35) ,
DCR N 77%(27/35) . ARIKFEDT H 9124 2021 45 H
6 H , BRI Rl R 2.1~46.1 4 A, Wz B 15 a]
1954 A, H i PFS(median PFS, mPFS) 4 14.2
A~ A 195% 7] 1= X [8] (confidence interval , C1) 10.2~
1834 1, ant&l 1 wiaw , Bk B AR W BE v H 8, 35
i 8 TP A 15 BB SR T, A A (overall
survival , OS) [ B Z\ B R 42.8% , 1 7 OS (median
0S,m0S) 4 28.7 4~ H (95%C1 22.1~35.4 1 H ),
22 AN

A 32k PS PE o AN TR, AT 0 0~1 43 A1
2~4 938 . 0~1 4320 3 30 9l F &, o 19 i PR, 5
#SD, 4 5 PD, 2 Gl . ORR M 63.3%,DCR Ny
80% ., mPFS A 15.31H (95%C1 10.8~19.91H ) .
2~4 S AL 5 BB, ok 349 PR, 2 6l PD, ORR
FIDCR ¥4 60.0% ., mPFS k8.1 H (95%CI 1.5~
1474 H) . W4 PFS £ Log-rank ¥ % , 55 P {H
H0.134, KB 25

R4 EGFR 58 Fp AR, AT 7 19del F
211.858R. EGFR 19del 4131945, Horf 13 PR, 2 f51]
SD, 2 4 PD, 2 5| G 1L AL . ORR 4 68.4% , DCR
78.9% ., mPFS K 14.01 H (95%C19.3~18.71H ) .
EGFR 211.858R 21 3t 16 i f2. &, Hvb 9 il PR, 3 44l
SD, 4 PD, ORR }56.2% ,DCR 4 75.0% . mPFS
5 13.94 H (95%CI 7.3~20.51H ). PiZH ORR £
Fisher ¥ 5 , P{H 7 0.282, M 41 DCR £ Fisher £&;
55, 153 P{H 4 0398, W4l PFS £t Log-rank K %,
138 PIEM0.998, TG 2 5. 35 B AABE
T 4 B RIS 9 T R & M T790M 2848 (1 &]
200 ) , Horp 3 5] fR F AR E PR, 1] 5 E TCIEVEA,
1H3% 3% A I K 3K 25 , mPFS 4 20.4 4~ H (95%C1
12.2~28.6 1 H ).

HR A5 12 W i 2 75 77 72 CNS ¥ %%, 43 M CNS
MR FTC CNS o4l . A1 CNS # L 2 3L 25 f4i],
T CNS ¥ F 41 110 5l . & CNS ¥ #8241 6 141] PR, 1
#SD, 2 5 PD, 1 5] JC 1L 3FAl , ORR 2} 60% , DCR 2y
70% ,mPFS }y 12.8 1~ H (95%Cl 8.6~16.9 1 H ), H
CNS ¥ #% 41 16 5 PR, 4 5] SD, 4 4 PD, 1 {5 TG 1% 3T
i, ORR N 64% , DCR N 80% , mPFS Jy 18.1 > H
(95%C1 8.6~27.2 11 ) . W4l ORR £ Fisher ki 55,
45 P{H A 1.000, P40 DCR 4 Fisher £ 5% , 15 2|
P{H ] 1.000, P4 PFS £ Log-rank K56 , 15 1| P{H
490.246 , TH #2557 .

®2 —LZRFERIATTEGFR RIENSCLCIEHTH
Tab.2 Efficacy of first-line osimertinib in the treatment
of EGFR mutant NSCLC

Efficacy Patients
CR 0

PR 22

SD 5

PD 6

Not evaluable 2
ORR, n(%) 22(63%)
DCR, n(%) 27(77%)

PFS

211858R
19del
211L858R =
19del
211L858R
211L858R
211L858R
19del
19del
19del
211L858R
19del
19del
19del
19del
211858R
19del
211858R
19del
19del
19del
211L858R
19del
21L858R
19del
19del
19del
19del
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Fig.1 PFS of EGFR mutant NSCLC treated with

first-line osimertinib

Bl U5 B T IR YT T JC A B 22 30 KLU
B 2 YRS CT, M4 2 Yk CT v 8 AR AR i 7
b, 3 5 L g A B A% 3 15 8] (volume doubling
time, VDT) o FATTAIA 4 6 8 E1RIT T A 2 G
# CT, VDT 439 R 602 K 275 K 158 K440 K .
MRAEEEAAFZE"™, VDT=400 KAk 25 18 A K ili
I, VDT<400 K& PRl A= K ilidig . EARWE5E v (a0
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PFS(months)
A T - . .
. 14.7
» {. -~ ‘. ~ ® -
| S " 4
2017-06-04 Baseline 2017-07-13 PR 2017-09-15 Confirmed PR 2018-05-07 PD
B
34.5°
2018-07-03 Baseline 2018-08-06 PR 2018-09-26 Conflrmed PR 2021-03-04 Continued PR
C Best support 192
care
2017-11-01 patient started receiving osimertinib and had clinical benefits.
D

2018-12-19 Baseline

2019-02-10 PR

2 AHEZMETIOOM BEHTIE
FE AL PLERFIYTRUE, A7 R0N PR(-75%) , 2018-05-07 il ¥ kT A A48 4k , (R MR RS KRR N EE , %5 I PD. B. P8 HRE AR,
FAEITRON PR(-69%) , IRHBAHE 9 H G FARVIBR A Etifakt, E4KE K. C. P24 A BRI IS R, i T MR s a3 o b
ARZEGORE, ORI T2L, 2019-06-01 5 A5 CT XS HLIELR QARG IE PD. D. P27 g MY 7 &l s B 78 PR(=55% ) , TENR TR 7585 e
9 G TARVIBRAT Tk, 2020-02-13 B4 CTHR B & 4R B FAN SR AL, 2518 PD s +Rm iR BT H 1, (B3 A it e
Fig.2 Clinical responses of patients with primary T790M mutation

2019-06-13 Confirmed PR 2020-02-13 PD

Note: A. Clinical response of P1, the best response was PR (=75%). On May 7, 2018, there was no significant change in lung target lesions, but the
symptoms of thoracic vertebral metastases were aggravated, so we considered that the patient experienced PD. B. Clinical response of P8, the best
response was PR (=69% ). The right upper lung lesion was resected after taking osimertinib for 9 months , and there was no recurrence so far.
C. The treatment timeline of P24, because the patients and his families refused to provide imaging data outside the hospital, the best response could
not be evaluated, and PD was considered in the baseline imaging report compared with CT reexamination on June 1, 2019. D. Clinical response of
P27, the best response was PR (=55%). The right lower lung lesion was resected after taking osimertinib for 9 months. The CT scan on February 13th,

2020 showed that the new soft tissue metastasis in right scapular; + indicated that the patient had not experienced PD until the final follow-up date

E 3 FR),, g K 2 5 455 8 PR, PFS O AR EGFR-TKI B 75 8 JE A iE J& PFS if /2 OS #B i &
7440 AF20.8 4 H s s A KA 2 Bl & 10k {0 T 4 — % EGFR-TKI, " [H I B M I8 2% &

F| PR, H PFSAX 3.0 H , 75— Bl 8 5 78 I S 45 ¢
JEe L0 A IR E AT R0 & R T
23 REMHH

3R K UL AN RN AR 11.1% , AR BF5E
oL B O RO R R JEIRYT . A
BN RN AL FE % (44.4% ), HIE R
(33.3%) , A7 (22.1%) , Z X REAL PR 5 7T 224

3 i it
KIS BERLF BRI RAF ST FLAURA B E B 28 =

(Chinese Society of Clinical Oncology , CSCO ) 4§ 4 Fll
2 [# [ 37 2% A 8 AE M 2% (National Comprehensive
Cancer Network , NCCN ) 8 m # #E 77 B 45 =Y Je A Ry
EGFR %75 NSCLC 1) — 3R 97 . SR, WA e
I PR S B v AR 97 A8 AT I TG R i iR

A G B 4 M T 35 1 EGFR FH AP IV 1]
NSCLC — £ FH B 75 J 1R 97 B 7 3%, {878 ORR
%6%@DCR%7W%IMTSﬁ142”J% AURA #ff
7% 10— 2% B 755 2 80 mg 43 4H ) ORR N 67% ,
mPFS 7 22.1 1 H , FLAURA #1557 1 ORR 7 80%,
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VDT (days)

2013-07-30
B

2014-02-18
C
D

2013-04-25

2019-09-03 Baseline

2019-09-18 Baseline

E3 H/VDTEEHNTHE
T AL P16 F RO IR A7 5 ) S A P o B P26 AR Y IR AV 38 BF 1) By 2818 o C. P29 R 8 38 7504 Bt ] Sy 7P B D. P30 JRE 1Y
PR A A T 18] BT 3R] s +3Rn i R H D, SR AR it e
Fig.3 Clinical responses of patients who can calculate VDT
Note: A. The VDT and clinical response of P16. B. The VDT and clinical response of P26. C. The VDT and clinical response of P29. D. The VDT and

PFS(months)

€3 €36

2019-09-23 PR

2019-10-28 PD

clinical response of P30; + indicated that the patient had not experienced PD until the final follow-up date

DCR 4 97% ,mPFS 4 18.9 1 H , FLAURA W5\ P
A3 20" () ORR 4 80% , DCR 4 98% , mPFS 2 16.5 4>
AT DI PR S5 3 rh 1) 0 S0 8O R e 00 S A e
IR B RO FE AR ASCR , B IR AT e 5 A 1Y
FLR 5 A . FLAURA BFSERY AL 451F vh PSTT:
G350 0~1 43, T i B ml 2 4 il B 4 AR i e 4% £
H RIS PN AR BEAT 14%0 PSTES R 2~4 47,
TN B o 2021 4TG5 R JE PR DNA
((nrculdtlng tumor DNA , ctDNA) #fi i€ EGFR 77 IR A

— 2 fd FH PR A B JE G T 300 PR A 7 1 48 4R R
ORR 4 68% ,mPFS A 11.1 4~ H iz 53 th % jEnl g
5N B E WG RS LA s A oG . (HARTSE AR
PSP FIG ol A AT W4 3BT I IR e i
a5 XA REN T FLAURA BRSS9 2 . FEARHT
¥ A CNS #4020 1) PFS B 1 T JC CNS ¥ #2111

A, Z R SRR, AR T PFS KX R
SRR, JC CNS HE RS 4H 10191 .25 rhofg 2 451 e 3 )
Kizy, HPFS{UA 0.5 H A 1.0 H , 75 14 &
HIN3IEARRNAERZS 1.3 AJFLIE T Bak e
MIGIT o Wang % meta 730 HT A8 AT 11 Wi0F
FE L4 4 T BEALG FRERG , 3 20 S IFY , 2 T [ Jas
PERIFSE A 2 T B S AR AT, SR A 842 il i, K
I EGFR R e A Ml 3 — S i H B A e
) ORR F1 DCR 4351 4 71%F1193% , mPFS }y 12.2 4~
H 58 T BAER MR BB PRy R,

AHESE h 19del 2H F1 211L.858R £H i mPFS 43 5]
H14.0HM13.940H , 5 FLAURA WF 987 B 74 8
Je 40 v 19del WV.2H 11 211.858R V. 2H 1) mPFS AH {1 .
Li % BB 2 B T R & P MR AT T790M 58748
FRRAE I FE rh HGE T 4 451 I & 1 T790M 28 7% B
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AR R IR T T AL, 3 s B PR, 1
SD. 2019 4F1 I — IR L Ji & M AR A T790M
5 7R R AIE I AUF 9T b g B A R e TE DR R
T790M £ 1Y) mPFS 1] 3% 17.0 i~ H (95%CI 14.0~20.0
DA o S G IF IR R M T7T90M 5848 1
mPFS h 2044~ H , Z— LB HE RS I A
PE T790M BHH 19 3 Tty — B yr sk, AR
T 6 R R 3 A R AR B IE R [T 6 )
B NGS 855, AT & B S B R 35 4 211858R
AR 1B 19del . P G911 TPS3 545 )
BEASH, 268 H G I EGFRY Y . BEAE6F
FH R EGFR ARG T TPS358 78 1) -l
EGFR-TKIIAYT % PFS B, 5 A 45 R AHIE A

H A i ORI R 2R e A s B RA Y T R
KFR KRS IRR THERKHEE S LR amEe
IRYT EGFRZE7E NSCLC [T 3 R R, B IAE Kl
JEGENE 1) EGFR RS (85 ] BEHE R\ — L A B e
RITHIRES o T BEAE R G 1) R
FEBAR, o R B Je i, S A B TRy e
MR =, AT BB BLIKG TE Z AR T ok R
il o (02 FEREA D A i — PR

ABE ST R R AN RN R 2 %
(44.4% ) FF {5 4% (33.3%) 1 809 (22.1%) , 5
FLAURA #8726 481 o AHARAI ST A [BUBUPE B 5%, XoF
FEB 1 EAR R RN ] REToik el ¢, W H L
IR — IR R

Zg Bk, 3T EGFR 2878 BHE i) NSCLC
B AL PSTEI) 2~4 73 8L G T R 10 SR &, —
LAl R AR R B ARk, T E AR
N AR AR

(& % xx #]
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