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Advances in targeted therapies for adenocarcinoma of the esophagogastric junction
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[ Abstract )

esophagogastric junction, is increasingly important and tends to be a specific type of cancer. Long—term results of existing treatments

Adenocarcinoma of the esophagogastric junction (AEG) is a kind of digestive malignant tumor, which locates in

are still poor, while targeted therapies offer new possibilities to improve this situation. Currently, approved targeted therapies are
mainly anti—-HER2 and anti—angiogenic agents. Herein, we give an overview of advances in targeted therapies for adenocarcinoma of
the esophagogastric junction.
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EHXEWTRFE AEC WA FRAEFRD
PHEEEW RIS, FETE - XBHNETR
E%[ﬂo SE R o B e (Next generation sequencing,
NGS) XA, £ 371%4H B £ # 1A% KB & B
W B (Receptor Tyrosine Kinases, RTKs) #y 3t %
% % ERBB2 MET EGFR KRAS L % FGFR217,
WA, EFE X T ARG — B RHAA , Hng
WE LB R E M (Microsatellite Instability —
high , MSI -high) ,EB /& % 4 %X (EBV -associated
EBV), % @& KA E M (Chromosomal Instability,
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(Human epidermal growth factor receptor—2, HER2)
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1 #1 HER2 $B[E5E97

HER2 4 % & % K B F % & (Epidermal growth
factor receptor, EGFR) K ik ik i 2 — | 8 T & & 8
BERAEK HABEFEAZERALHEMA T, — @
it 5 B R & B EGFR HER3 2 # HER4 # &
BoREK REUNTRARAPRE R - RME, A
I B R AR K15 B 8 #4219, HER2 3t & & (# fF 8
FhRHE, T AMES B, FEAER
%, KA 15-20%H% AEG £ 3 HER2 i & 3 | i &
T E B R A 10-15% 2 3 HER2 i & 3k o1
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5L %% A F B 2  AEG F HER2 & %k ik T Fr
Wy 20 HER2 PH M T 58 & ¥ i R 2 D 34
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Eil b s e s e T B 7 SO | | R
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FH M (THC 3T % 3+ FISH % % % HER2/CEP17 th

=2) AEG N BJE B& 27 # % 6 A H i
FIRE R BT KA L HR AL T (8 my/kg
W B MR 6mg/kg,1'/§LL 3R —%,HEH#
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B PALO0S 3 16.0 A, F ok dh F 3k 240 8 3k
BT EAR, WA e EE R EE
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FWEBNHEHOFEL A

1.2 frig# e L& 2 (Lapatinib) & EGFR 1
A Fo 11 A (HER2) By B 2 B2 % 58 97 % 7 (Tyrosine
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ExkTHRAERK LG NEEKEFZHR?2
(VEGFR2) 45 &, A\ T 30 %1 ik 55 3 4 i & LA P %5 B
R, HWMEBIELEFEFEREAS S XU E
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=1.08,95% CI 0.73~1.58) L & # £ 7 ; W K 5
TAID (452 vs. 46.4%) ; FE F BB T A H
HEE W REESE (84.5 vs. 66.7%, p=0.008) ;
B & % T FOLFOX/% &L 7| 7 % ,FOLFOX/ & %
FRP TR F R F (R R ) BT B8 By
EHE (48 vs. 16%) ,
3.2 &AL DA% ¥ 40 (Bevacizumab) 4 4 ¢
VEGF-A BER# = A AR 1gG1 2w EHuR, 7
5 VEGF-A & &3t fn L prg & 4 & A A
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B3 BBy 2 B4t = ® (p = 0.10, 95% CI 0.73~
1.03), s, A 8 & T M B F & E
FI AR R, T4 R E B — 10T 3 KK
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R %t KL, AN 202 B B FH FI% 101 M
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FlgRw, FRETERENARBEEEHF T £
EwE/ MR NERETATRAELE R, A
H OS B PFS A LI % %= 7+,

3.3 ot A A I Ao A KB
4] 445 T 8 & B (Apatinib) ALK % ¥ TKI
#n 7 2. % J (Sunitinib ) | & 4L 3E 2 (Sorafenib ) | %7 1%
1L 3F . (Regorafenib) % . [ 48 & J&. 7 4t *f EGFR2
fy TKI, & B 8 — 30 11 # s KRR 3BV E &~ ) 4 T
o7 ik ek R B S B A M B O B ARG B I
AR R FE K PFS 0.8 A (2.6 vs. 1.8 A ), ZE K 0S
k1.8 A(65vs.47 A), HFal R A THTEX
MZatE, T ZHE B s e wiE
HER T &7 5 i &% BB R ARG B
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4 HAb#m@iEsT

4.1 FWMET Emby HamEKEFHEEA
B ¥ % K MET 7230 25% 9 B % P itk k%) 4F
Xt MET ¥ 18 3697 89 /11 3 I R R B R T A A
Pt R ISR 2 TUAF AT HER2 A MET e 69
AEG BE W I MlE Rk, ZRAAKLE, &
METGastric i 3 5 F L, RE BT R
# % FOLFOX + MET #Lf& Onartuzumab 767 , % &
B 7= At % B 4L, BX R Onartuzumab 3 4 88 1 #
BHER (BT vs. K RA 4, # AL 0S 11.0 vs.
113 A), EXXRNEfPFS U L L FHK #, &
RILOMET X 3o 5/ | 3£ 40\ 609 1] & 2 i J7 th &
e K AL 2 B2 B % ECX +Rilotumumab 3897 . AT
W T 6T = Y R P4 (3% F Rilotumumab 8 57 41
128 ], 4t B4 107 B), ZHF KR A/ AR AP AL,
HEH®BITAM OS.PFS K EMARR L F 38 FRKT
X BB

42 L mTOR ¥ 15577 mTOR(Mammalian Target
of Rapamycin) # & I 7 # 3T 50% 8 § & + T %
KA LERFNFARFEAXS, B8 -1
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Ml K # R 5 K I mTOR 7 %1 7| K 4 ¥ 7
(Everolimus) 36 77 J& , % % I£ & J& B & 8 # fL PFS
H 2.7 H A0S 101 A JE S8 T R 3R
% GRANITE-117 3t b 7 i 4 3 &) Fn %2 RUA| 3¢ F
FHREUENRBENEEAE - Z&ET,RAH
FHbfE R F 0S(5.4vs.4.3 H ,p=0.12)3 3,
43 i Claudinl8.2 2 &7  Claudin & A £ ¥
HEBENENRY T EHBR R S FMNE
Wit ki, B4 AEG, IMAB362 = — #1EH T
Claudin18.2 (Claudinl8 ¥ # % Rk 2) &y # & 8
IgG1 ¥ 7w [ uph, ¥ 3 58 T 40 32 JH & ADCCI®,
— TR 11 3 R K 38 40 N 246 ] Claudin FH 1 &Y
B & 2 AEG & # , K I EOX (epirubicin /
oxaliplatin / capecitabine) &4 IMAB362 # & & &
# B 1 PFS(HR 0.5)# OS(HR 0.5), T4 2 4r
B F Claudin X2 WEFEFRTEL F
IMAB362 & % W&y A B KR 2 % | R ek PLK
Mok 4 B A B — TS G B THa B R HF R (@
IE 52, Claudin18.2 FHME By 38 & 21 F 9% 3L ARG & &
# % Zolbetuximab ( B IMAB362) 2 25 36 57 £ 3L
RAFH W Z R EESE, AR NES e
%3y B A AL

4.4 FPD-1/PD-L1 # 1@ %5 WA programmed
—death 1 (PD-1) 5 programmed —death ligand 1
(PD-L1) ##| F| 34T & L WH it 7
ZHU B S AT 2% AEG, PD-LI
A THE AR ZEEERTIH T 2505758
HEGEBAT ATHESE AR EE R NE, BT
9p24 B9 9 ¥ EBV 48X 8 AEG L % 3£ PD-L1 fo
PD-I2, B AE R T EARELNME S 4
Yo 92 U BE R B A R W] N B R 3k A K 190
Keynote—012 X % [®) iF 4 T PD-1 3 | 7 ik 4 &£
1t (Pembrolizumab ) 72 PD-L1 FH M 89 3¢ & 3§ J& &
HFHRWETHEN, ERETENR I FE N 22%, 14
BEE Wz%ﬁm)uﬁ%ﬁﬁim%ﬁri
K, EZ PD-L1 72 Fr A BT e 8 & AT &
W, 3T L PD-L1 Rkt BH A HABT N
BT PD-L1 kAW EFHE Lk, X0,
£ CheckMate—032 i 3 (¢4 ‘ftj T AT s M
AEG B, 77 —# PD-1 1% 7 40 3 2470 (Nivolumab)
7 PD-L1 FA M Ao A M B9 B 2 o oy B0 R R & 4
HH 19%%8 12%, B W, 30 PD-1/PD-L1 # 1 ¥ 57
BT ERAFEERT, DR T ik N Xt

A FH#H— TR,
5 S2E

AEG #8216 36 57 ¥\ W IR 52 B bz B W7 98 3 FE
H¥, ZT AR I 306 R R0k K& 2%
RHEzZ —EZAECHEZERAME, Xt EREX
o B 5T R ] R LGB AN N AR T X AR
TEmEENSFLA,
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