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Abstract

Objective: To explore the appropriate second-line treatment options for HER-2-positive advanced
gastric cancer. Methods: A retrospective analysis was conducted on the clinical data of HER-2-posi-
tive advanced gastric cancer treated with chemotherapy alone or in combination with trastuzumab,
or with programmed cell death protein 1 (PD-1) monoclonal antibodies, as well as ADC-targeted
drugs as second-line treatments at the Second Affiliated Hospital of Anhui Medical University from
January 2017 to May 2024. Results: A total of 63 cases were collected, with a median follow-up time
of 11.3 months and a median progression-free survival (PFS) of 3.8 months. The objective response
rate (ORR) for the trastuzumab plus chemotherapy group (17 cases), ADC-targeted drug group (16
cases), immunotherapy plus chemotherapy group (13 cases), and chemotherapy alone group (17
cases) were 23.5%, 62.5%, 23.1%, and 17.7%, respectively. The disease control rate (DCR) was
70.6%, 81.3%, 46.2%, and 41.2%, respectively. The median PFS was 3.32 months, 4.94 months, 3.10
months, and 2.90 months, respectively. The differences in PFS between the ADC-targeted drug group
and the other three groups were all statistically significant (P < 0.05). Univariate analysis showed
that gender, differentiation degree, ECOG score, and treatment regimen had a significant impact on
patient PFS (P < 0.05). Multivariate analysis showed that gender and treatment regimen were inde-
pendent factors affecting patient PFS (P < 0.05). Conclusion: In the second-line treatment of HER-2-
positive advanced gastric cancer, ADC-targeted drugs have significant clinical efficacy and are a vi-
able option.
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1. 5|

B R AT T A TE R PR LRGP R 2 — o KRS 2020 4 A ERIERE KRR R MG TSR 411, A 100
Ji BRI, 2 76.8 TTANSETI[1]. fEIXLEBmHRGIT, A oM EEAENR L EKE 721k 2
SEN Y AME, XREF TG R BN i ZER P AT R R KX B
PAEAEIR, SR, AR ZEREGUIRTT RIS, BT 2 RS EIGIT F B sz 4+ [2] .
TR G AT 2 HER FHTE B —&IBIT L 722, ToGA 158 B IR S i 2 Bk e &
BRI PR B E T 58] 2 K HER-2 PR M3 15 9 8 0 i A S AR A7 H(mOS) (13.8 J ws1l.1 [) [3]. %4
M, ¥ B iRy i 2 BN 2, X7 hES p95 HER-2 il 1A, HER-2 £k, ErbB K 27541
G K [4]-[7]0 IR B E — A8 F M BRSPS, R4k SR il Z Bk BB R T I (B LT 5
AHE. —W4 N WIOGT112G (T-ACT) 9T B ER R M Z 2R L Hiis 49697 HER-2 FHE B Jm 1097 24,
oW i Z BRI A A BE AV AS I B0 245 ()7 ROAT T xF b, 45 SR BRI ih 2 2R s 4 (9 7 PFS A 3.68
ANH, TR RZEITHRN 3.19 N H, BEX LIS TH 245 X [8]. ADC JE¥E 7 25701l J LA o 1T
FERTT IR T X ZRZG I —Fh b EE 20 B e B B AR S AT B R 2 AL S5 A IR BB IR 2, Yk v %
Hifi(Disitamab Ve-dotin, RC48):&—Fifii HER-2 [¥#1 2 ADC ZKEE M 24, — T4~ RC48-C008 W7t
RH, B T 4% P EZ(2.5 mglkg, B 2 G L IR)IBITHIEE Y, ORR N 24.8%, 4L PFS

DOI: 10.12677/acm.2024.14123206 1201 Il R 125 23k i


https://doi.org/10.12677/acm.2024.14123206
http://creativecommons.org/licenses/by/4.0/

F5, K%

itz OS 730 41 AN A 7.9 N H, 53 7 — e BEREK[9]. 2023 4F CSCO Hmiarm 1 ok H I
TEEIZLRIGITI | ERE . ShAh, IR e i T ORI AR PUIMR VAT AT, Mok B R E R
2 T R AT, IR EPERE

7E HER-2 PH MM B g (I PR 2 e i FE b, e 38 B afi Ay BB A il 22 BR SR T G & 28 ¥ T BLAd
ADC B mZ5%Y), HuTE o 2% rkee SR . AWt 78 [ EE 2 A i HER-2 BH A 15 96 S8 IR R B2k,
PR 6 1 15 9 A [0 HER-2 ¥R 97 J7 20T W A 1 o A8 — 3R 7 G PR R 5

2. MR
21 ARMR

4% 2017 4F 1 A% 2024 - 1 A T 2 BIEFHR 58 & BE B #2532 1697 1) HER-2 PR 15 6 S
63 5, GAINbRAE: (1) ZRBRASUESI N Bk IV B EEE . (2) HER-2 FEDRIRIN 45 5 oA BH 1 (45 5
9 3+8% 2+ H FISH & MBATE) . (3) —ZRiGIT i Eh b i Zeksidn, HIGTRMEHR I 25, —Zi697
HEEIT . BERRIT . REEIRIT R I AR RS . () THEAE >3 AN H . (B) MRHE SR AL
PEARAE L1 R, B — DKL LIRSk . HEBRbRUE: (1) FAEHARTAL R JE MR . (2) g <
18 ¥. (3) s B O MNSRNEASTIRE™ A EH o (4) HIV G, M slin s 1% HBV B HCV &4,

WA FRbrdE, ZEIRIT T RMZER, ¥ 63 HIEE N A H: Pl HER-2 HsdEHiiAd + (T4l
HER-2 H3a BEHUA NI Z Bk 0 ht, I7 23N BRI G A2 R BURUR e DR), B 4H: ADC RZW)4H (4
HPE % 41, DS-8201), C4l: PD-1 #fi + 74 (PD-1 ByrEIFEMA G, REINER AP, A
REYT. B RIBREET, AT AN ERER S AL R ERUREESR), D A BT (T AR
A SRR e 28), SRR IR 25 S Ul A, 20 RO L ANRIT R, HATR) [R5 34T R
1bnk, RS E . Bt B SRR

2.2. ZIRINE

(1) BEEARER, ORERS. R 5. KE RIEEAL. R S . FAR%. HER-
2 BIEKTFE. 2 BITHKRER: SRR RS, 3) %R MEM. IFEIhe. REM. X
HHE#. CT. MRI %,

2.3. FTRUEM

W78 % AR (1 PES, PFS 58 SO MIRYT FF46 B4 I it g . JE TR YR B 15 B 7] (2024 4 8 H
1 H), Z5RUUH NS WE SRR T RO ArrE 1.1 BOOEAL: 58422 /% (complete response, CR): A Il
PRI 5% 5 37 22 fi# (partial response, PR): Hp k- K ELAR 2 Fiek/>30%, Jo# Kkt #2 i f2 € (stable
disease, SD): #EJ7 kb & K ELAR 2 /> <30%B38 I11<20%;  #i7 i3t JiE (progressive disease, PD): #L7 k #%
KERZM>20%, 5 HPUH Rk 20 22 /% 2% (overall response rate, ORR) = (CR + PR)/:1 51 % x 100%;
I3 775 11 % (disease control rate, DCR) = (CR + PR + SD)/ &% x 100%.

2.4. Gt ot

i ] SPSS 26.0 X EIE AT Givt 22 o X IEARRES R R R A ST R 2 K50 EK Fish #i17)
MERAEAIHTIT RS R B R AE R . A A7 BT K F Kaplan-Meier 7%, GraphPad Prism 9.5.0 #4F 24 il 4 17
Mizk, Log-rank s LbiR4LA1 2 5. KR Cox LUl MBS AL AT Z R R tr. LLP <0.05 AERBEHS

AR .
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3. &R
3.1. BEIGKER

1t 63 {5 HER-2 PHY: B 3%, A 4H 17 171, B 41 16 5], C 4H 1345, D 4H 17 5, *TLL&4HAFER.
W ML E . MMEFEEE . HER-2 RiA. FAR. SIFESHREEHME, Sit4RERB LRI FE P >
0.05) (W% 1).

Table 1. Clinical characteristics of patients with HER-2-positive advanced gastric cancer
F 1. HER-2 [RM MR HA B 2 B H IR RIF1E

FEARHIE A#HNn=17) B 4 (n = 16) C#(n=13) D #H(n=17)
FR
<70 12 12 8 12
>70 5 4 5 5
PRI
5 1 1 7 13
% 6 5 6 4
ECOG ¥4
0~1 13 11 8 11
2 4 5 5 6
il LA S
il 4 3 3 5
ERLS 9 8 6 7
H % 4 5 4 5
SRR
By 11 11 8 10
i< 6 5 5 7
HER-2 %&i&
3+ 11 12 11 13
2+H FISH+ 6 4 2 7
FR
2 8 7 5 11
% 9 9 8 6
B IIE
o I 4 2 2 5
B PR 2 2 1 2
Ay} 2 1 0 2
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3.2. TTRUTE

Xt 63 B 3 AT WO, P AL CR OB, PR4I, SD8%I, PD5%I; B4LCR 3%, PR7
i, SD 3%, PD3%l; C41CROI, PR3, SD34l, PD7%i; D4LCROI, PR3, SD 41,
PD 10 . %5441 ORR. DCR LA F45 % : B 41/ ORR 5 DCR ¥ Nfk L], ORR & T C
HE5DH, HALAK ORR M E LTS T4 L BAHM DCR & & T D4, HAR4 DCR XL
Tt 2w e BREIR, “RIRIT T Pk ADC KW nl A ks g it e (14 2).

Table 2. Clinical efficacy of four treatment regimens

% 2. M4BIRTT 7 REVIERTTAL

A4 B4 cCH D4
H#(PR + CR) 4 10 3 3
T34 (PD) 5 3 7 10
2 (SD) 8 3 3 4
% WM (ORR) 23.5% 62.5% 23.1% 17.7%
PIF =% (DCR) 70.6% 81.3% 46.2% 41.2%

3.3. EEST

Xf 63 Bl B H AT AL T, ARIRBEVII [E N 2024 958 A 1 H, Siil 54110 PFS, 2| K-M 2k
(E 1)IFRH U4 5R: A B AL PFS 2 3.32 M H, B dHh 4L PFS N 4.94 A~ H, C @+ {7 PFS Jy 3.10 4
H, DHAFALPFS H2.90 MH. BAAZ. CH4l. DAHNL PFS XL HE G- L, A4, C4. D
Hrbfr PFS X EEIESE i (P > 0.05). LA E45 R 7R ADC KRG IRIT 3k — e R fE AL T-ih 2
BREPUC G AIT . IR BA T K AT .

100 - A
] —— B4l
~~ é
< c4l
T ] — D4
% 50
© 50
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Figure 1. PFS curves of four treatment regimens

Bl 1. E#ETT 75 REY PFS BhZk

3.4. MGEZESH

WA VU2 B R S5 A AR e (FEWS . MR, ECOG ¥4y A E . M FEE . HER-2 Rik. FAR. &
FIE . IBIT T R) A LB S A B E AL PFS (W 3). BRI Z Tl /4L FEE . ECOG $F47 -
AT /N B PFS B B EM(P<0.05), #t— B TZRESM TR 3697 7 B NEH PFS Kish
TSGR R 2 (L4 4).
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Table 3. Univariate analysis of median PFS in HER-2-positive gastric cancer patients
7= 3. HER-2 PRM B2 B & T/ PFS BRE RS #

BT FRfz PFS (H) P&

(5 vs %) 3.10 vs 4.39 0.019

SERE (<70 vs >70) 3.42vs 3.77 0.537

S WFRBE (A3 K vs KAL) 3.97vs 2.77 0.025
HER-2 %3k (3+ vs 2+ H. FISH+) 3.82vs3.43 0.525
ECOG 143 (<1 43 vs >1 43) 3.93vs 2.79 0.036
FARE vs ) 3.71 vs 3.36 0.584
JR A B (D] vs B 52 vs BAK) 3.15 vs 3.80 vs 4.05 0.976
1BIT H (A vs Bvs Cvs D) 3.32 vs 4.94 vs 3.10 vs 2.90 0.026
HIIE(CH vs L) 3.60 vs 3.33 0.664

Table 4. Univariate and multivariate analysis of median PFS in HER-2-positive gastric cancer patients

% 4. HER-2 [AMBEEEFA PFS BEER ZEE S

LGSR S ZHE
FEARHE Hf7 PFS (H) P{E HR (95% Cl) P1{H
PR vs &) 3.10 vs 4.39 0.019 1.747 (0.997~3.060) 0.045
SIUFRRE (44K vs AR50 L) 3.97vs 2.77 0.025 — 0.114
ECOG 1T43(<1 43 vs >1 4%) 3.93vs 2.79 0.036 — 0.161
I E(AvVvsBvsCvsD)  3.32vs4.94 vs 3.10 vs 2.90 0.026 — 0.013
BvsC 4.94 vs 3.10 0.029 2.500 (1.157~5.400) 0.020
BvsD 4.94 vs 2.90 0.006 2.966 (1.411~6.231) 0.004

4. ¥1ig

R B T F AT 75 B8 B7s, ADC 2840 ) 25 ) 7E HER-2 BRI 197 15 e i v B Y B 35 97 2. — T
45 RC48-C008 it e, ADC 2544k it 7 % H. 51 (RC-48) ¥ 97 HER-2 FH M 1 5 928 1) %5 WL 22 % 2R (ORR)
N 24.8%, PACICHEREAEAFBIMPRS) Y 41 A H, ALEAAFHI(MOS) N 7.9 M H[9]. Ak, DESTINY-
Gastric01 fiff 5T it 7~, ADC 4 T-DXd £ HER-2 PHM: B % A#FH 1 ORR 2N 51.3%, OS N 125 1M H,
PFS & 5.6 M [10]. MAEAMFLH, fHH ADC FEEE [ 25901697 I B 0 LE R aifb T . S G A7 Bl
it Z 2R PP A T I, mPRS 15 210N B3 18K (4.94 H vs2.90 H vs3.10 H vs3.32 ), HZER
BG83 ST &2 ORR 145 DCR 18, ADC VAI7HMAR R AR IOIT 2. o, FR¥EE &
TR ERVR YT AR R 2 Bk FLBUIC A AT LR AT R R MUE K R 3 mPFS, ER LRI FE L.
b, R SRR R ADC 254 ] BETEBE i B A A7 R A A K AR A Oy B R, (B W
BT 22 0 T L — 0 W L. — TR 7T B A2 0 #T disitamab vedotin (RCA8) B A Hu e 25 s 1| 77)(1CIs)
H RCA8 1E i 1 B g — 2k Je UL B3R IT I RS T RO 285t 45 BoR: 5 RC48 HuZyibyr AL, ICIs
A RCA48 XF HER-2 PH1H: 58, HER-2 i A 4% A% 1t 15 8 5 3 SR AR 87 28, Bz Ak vl 4% [11] . R,
¥ ADC 2595 HAhya 7 FBA A B RRIA B 4F 1097 &L, M4, X HER-2 lKFIAM &S, ADC Z4)
(YT 25t 75 B — DRI A, IR R AR K I AR 6 DA — 2D IE 52
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—Ii4 7y KEYNOTE-811 HIBFFtH[12], WA BRI A ih 22 BR B HURIAG ST 50 b s alifb g7 (1 25
BoR: BRAYL PFS B3I B EMGE, 78 1TT AR HER-2 FH% H PD-L1 CPS > 1 A AR5 Wi 823 B 2 5k
fio. ATTRACTON-4 Hff 78 i om 44 iR G BBk A 47 % bU 2 TR B & A0 FH 1 6 01 15 8 e 0% A FR 3
mPFS (10.94 H vs 8.48 H; 95% [CI] 0.55~0.82) [13]. i % —1i44 4 ORIENT-16 Hf 70 5 it F B e &
TI7 ¥R 5 e SR AR AP e K & 15.2 AN H [14]. Bh BT3RS 56 A 0T AT BE/E HER-2 PH B 31
B AT DL — s R R R R AR A SR AE ARSI R, G A T AN L B AL T B BUE K T
MPFS (3.10 H vs 2.90 H), XFZERIFLGIIFE L, XA SRR A ER >, PD-1/PD-L1 FHE
BA—HEFRFFA K EERRIGRISIT b, R R Ry NBE, B8 PD-1/PD-L1 RIA/KF, X T42
BRI R B R EE,

KR FAFAE— IR RYE, a0 5 BRI BE U RIS R 25, 475 75 BRI R e Bt gt —
HBIGAE. A S5 B IR: £E HER-2 BHERG I B8 1 —2R3697 ., ADC 241 [H 254050t bE G0 2 Bk A Ab o7 Bl B
aibyT SRt T RIFRT AL, 52 HER-2 PRk 5 F o al e B i6 T 7 & .
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