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Clinical characteristics and survival analysis of rare mutations in locally advanced or

metastatic lung adenocarcinoma
LIN Qingyue, QU Jingjing, ZHOU Jianying Department of Respiratory Disease and Critical Medicine, the First
Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang Province, 310003, China

[ Abstract | Objective To analyze the efficacy and safety of different treatments in advanced lung
adenocarcinoma patients with v-raf murine sarcoma viral oncogene homolog B1 ( BRAF') V600E mutation,
human epidermal growth factor receptor 2 ( HER2) mutation, rearranged during transfection ( RET) fusion
gene and EGFR exon 20 insertion ( EGFR 20-ins) mutations in order to provide references for clinical
guidance. Methods A retrospective cohort study was performed on 14 patients with BRAF V600E mutation,
22 patients with HER2 mutation, 20 patients with RET fusion gene and 15 patients with EGFR 20-ins mutation
who were admitted to our hospital between October 2019 and December 2021. The patients from different

mutation groups were divided into chemotherapy +bevacizumab subgroup, chemotherapy+immune checkpoint
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inhibitors( ICIs ) subgroup, and selective targeted drug subgroup. The efficacy and adverse events were
In the first-line treatment of the patients with BRAF V600E

mutation, the median progression-free survival (mPFS) was longer in the dabrafenib-trametinib subgroup than

compared in each mutation group. Results

the chemotherapy+bevacizumab subgroup and chemotherapy+I1Cls subgroup (15.8 vs 6.3 and 4.7 months,
P=0.426 5), but there were significant differences. In the first-line treatment of HER2-positive patients, the
mPFS in the chemotherapy + immune subgroup was statistically better than the chemotherapy +bevacizumab
subgroup and the HER2 inhibitor subgroup (8.7 vs 5.2 and 2. 9 months, P=0.013 5). In the first-line
treatment of the patients with RET fusion gene, the mPFS in the RET inhibitor subgroup was longer than that
of the chemotherapy+bevacizumab subgroup and that of the chemotherapy+ICls subgroup, without statistical
significances (17.5 vs 7.8 and 6.7 months, P=0.092 3). Conclusion Targeted therapeutic drugs may be
more effective in advanced lung adenocarcinoma patients with BRAF V600E mutation and RET fusion gene

than those at first-line, while chemotherapy combined with immunotherapy may be more effective in the

il 25 %2 B R, 2022, 44(24) 2475

patients with HER2-positive at first line.
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lung adenocarcinoma; BRAF-V600E mutation; HER2; RET fusion; EGFR 20 exon

insertion mutation ; survival analysis

Supported by the Key Research and Development Program of Zhejiang Province (2019C03042). Corresponding author: ZHOU Jianying, E-mail: zjyhz@ zju.

edu. cn

i 9 A BRIEEAE HP R R A AL 8 e e O JRRAE 2
L R /NG BT 96 ( non-small cell lung cancer,
NSCLC) % 1%y 85% ~90% , F- B A5 i Hie: (40% ~
50% ) RN (20% ~30% ) 2, K # 30% ) NSCLC f
EAFAERT L A Y7 U B PR O, 3R je A K R
Z4K (epidermal growth factor receptor, EGFR) 19 5 4
BB 21 540 i~ L858R 587% , [] A% Mk I JR3 ¥k
fitf ( anaplastic lymphoma kinase ,ALK) B, c-ros JfJi 3k
1( c-ros oncogene 1,ROS1) gl&"' . sk %t F 2%
PN R8s B 9eE 25 [N [R) U 4 B1 ( v-raf murine sarcoma viral
oncogene homolog B1, BRAF ) V60OE Z87A% N\ 2% 7 4K
K22 {& 2 (human epidermal growth factor receptor 2,
HER2) 2875 %% Yu H f|E (rearranged during transfection,
RET) & 358 .EGFR 20 48 74 A ( EGFR exon 20
insertion mutations, EGFR 20-ins ) 28 55 W 52748 AL y7 BE
G A % K A S A 5% (immune checkpoint inhibitors
ICIs ) =l DUARER BLPATS R I — RGBT T &

BEE AR KA DAL [0 25 Wy R Rl 22 b, R
THGHEZ PR M 25003097 o BT FaR R 5
S AT X S 5 AR 1 r [ R S50 i i s A8 v
BAEIRYT I MR BAR G AR R . Bt FATR A
[l P A S W SE BT 98, 20 A T BRAF V60OE 5875 |
HER2 287% RET B4 3L K\ EGFR 20-ins 25 7% i 1 i
JH I BT B R AE S AN [R1IER 97 O 58 B I PRI 58, A
5 Tl RAR AR

1 X&57%

L1 AREts %

AHIEFER A B BAS A 5 i it J7 5, Bifi ik 2019
A 10 A 2 2021 4 12 A i THiTL Rt s 26— 1<
Wt I B PRk PR A, 2 DAy R A0 s g 0 GG S0 M B o
B o W BRAF V60OE 7% \HER2 R7% \RET fl i3
L (EGFR 20-ins Z8 7% 1A 1 i o 3, 20 ) s
R 7T ALY T + DUARER T 4L ALy +1CTs 20 K e 4
PESE IR 252, 70 0l F A4S R AS LN A [RBYT 7 S W i
PRI R 5, ha WG 00 il A =7 L s PR S A 367 7 58
HER PR IRS % . b — Ay 8 G ih 28+ 512K
i 98% ; AL T PR SE i FE IR G 33% , HEEH R
R4 1 50% , 1CTs = B4 55 A R 2k SR b0 A5
MR BT AR B FER T R R R BR BT R )
Plo AP RS B BRI 25 0L 1o AWFSE
TR S DR 2 e P J 2 — DR B i PR TT ST AE B B 4
HLE(TTT20221051A)

x1 TAREERTHREEERGCLEQRAA

AR Y1254
BRAF V60OE 5875 IRrIE R +Hh 268 )8 ( BRAFT +MEKi)
HER?2 275 LR Br Je/ FF KR e
RET fil& 5 WRLE e/ 2R IR e

EGFR 20-ins R BT 2 B/ S JB /SR R e e




2476 Fifi 2222 s R2R2e 4%, 2022 ,44(24) http : //aammt. tmmu. edu. cn

1.2 &bl M

BWARIE - 23R B BB SUR P2 WM il i
R 5 A Wi 45X B B (PCR) 88 ey 38 5t U )5 2 R
(NGS) #:1ll BRAF V60OE %375 .HER2 %87% RET G &
LR EGFR 20-ins 2878 . W AbRifE : DECOG 14 Jy 4k
DLVFA R 0~2 43 s @22 AT e IR T B £ M 4
BRYT IR s QL 18~ 85 % KRG FF HAh I 7%
SPENIE ; DFFAE BRAF V6OOE 2875 \HER2 7% \RET
AL 8 EGFR 20-ins 5875 ; & 2 /DA — 4% W]
I8 2T PEAN 4 R kL © 43 1914 B 4 TEC 93 LA
T IV 3 B il i s s @ BU T E AR >3 A B0
BIT 2 A AT RS R AT PPNk . HEBRARAE 55
PRI E BRI Z BT & o RIS AHERR I, e
AL T1 6,
1.3 LRI AR BT BN AT A

FEMELFE bR A Toilt A A7 ] ( progression-free
survival, PFS) | B4 71 (overall survival, OS) , ¥R ZE 50
BIEHRh : B WS i 2R (objective response rate, ORR)
RPN R UL o S 7RO SEAREE ST R0 b e
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i A (n:l7_l—l) (n=14) (n:;;)l (nﬁEZO) " (n=15) x P
P51
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=65 28(39) 7(50) 8(36) 7(35) 6(40)
WA BB
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TARYTI mPFS 3.7 M H (95%C1:2.5~4.9,
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—ZRIGIT I mPFS 7.8 4 H (95%CI:6.8~8. 8,
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RET i 520 4 2.2 1.7~4.6 3.9 1.7~4.6
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