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Abstract

Gastric cancer (GC) is aleading cause of cancer-related mortality worldwide. Currently, first-line chem-
otherapy for HER-2-negative unresectable locally advanced or metastatic gastric/gastroesophageal
junction (G/GE]) adenocarcinoma has low response rates, poor prognosis, and limited survival ben-
efits, necessitating new treatment strategies. This study evaluated the efficacy and safety of cado-
nilimab in combination with chemotherapy as first-line treatment for patients with HER-2-negative
unresectable locally advanced or metastatic G/GE] adenocarcinoma. The study was conducted at
Yantai Yuhuangding Hospital and enrolled patients with HER-2 negative unresectable locally ad-
vanced or metastatic G/GE] adenocarcinoma. The primary endpoint was progression-free survival
(PFS), and secondary endpoints included overall survival (0S), disease control rate (DCR), clinical
benefit rate (CBR), and safety. Adverse events were recorded and graded using the Common Ad-
verse Events Criteria 5.0 to investigate the efficacy and safety of cadonilimab treatment. From No-
vember 2021 to January 2026, a total of 32 patients were screened. Two patients were excluded,
and 30 patients met the inclusion criteria and completed the treatment regimen specified in the
study protocol. Patients received cadonilimab (10 mg/kg) every 3 weeks in combination with
XELOX (oxaliplatin and capecitabine) for a maximum of 6 cycles, followed by cadonilimab mono-
therapy at the same dose. The median progression-free survival (PFS) was 7.9 months, most irAEs
were grade 1 or 2, and there were no treatment-related deaths. cadonilimab in combination with
chemotherapy demonstrated good efficacy and safety in first-line treatment of patients with HER2-
negative unresectable locally advanced or metastatic G/GE] adenocarcinoma, and is expected to be-
come a new first-line treatment option for this population.
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B A A AR AR R LS R R0 2 DY i SE R, FARIE YT R ME— ARG 77 30 HA =2 1)
BH LW OBk R s R 1, SRR ZE ARG, FAEAAFRINL) 36% [1]. B 53 B kAl
RV TR T MR, AE RO R G LSRR . — o R B s R R 2],
B2 HUE 3 R ILRD AL, AL Go7 ik WsoT AT (CBZREE & BUR e 255 %), TT B BR, X7
BN, B rebmatt. W2yttt g, WS mszE, NEAM %G A &Y
75 K [3].

G ST R T 1 S RGO IR A % SRR, AR AR, KA AR S AR
Bk, MR R R A B 4] BFE PD-1/PD-L1 I FILE P R S G 2 A C 2 H BT B
S VR IT  EE Dy ), B P W PR S R RS T AR MR R R, HATC
NCCN F5 i 12 A8 2 1F R I —ZRIB TR FE[5]. R Wk, Seinyv MR m B2 A S, HARE A
FSRAFPEMT Z5[6] VENA AT SINRIT TR, SBEIRTT 75 ZEIT 0 o 00 SR SR 3 s S e e 2 [ 7] H AT,
KT N F A KT 224k 2 (HER2)BIME AT 11 A4 J55 3 i S0 5 e s 1 B B 2 A2 A (GIGED) i »
PURE P PRI AL TR -1 (PD-1) AT & — R brti i )T 773, X WG (U 727 M A8 T #4& 1 (PD-L1)
BRI B E A RS E I AR [8] . IXAMKS 52 2 ATEFR B TE PD-L1 Rk WA, 1 FLIGARTT B4
HIAE, HER2 BATEM:H GIGED i 1) — 2 fby7 B 42 1697 (W PD-1 H4H1 551) ) b A AR A7 (O S) il # A 2
1AE[9], 3 TR ERA YT HNE .

R SRR ERHAE RS R Ak, FAZ CAE FAATLFE T L R % [] Bl 508 1) - BEL BRI 79 /1 S 58k 11 88 00 i
Ak, BI PD-1 fl CTLA-4, PD-1 ZR7E T 4. B 400, EMEHAE. HZR40M(DC)FI B 2R A% 4
(NK)&&EZ R s 4 b 6, HlicdiA PD-L1 B8 PD-L2 ik 76 i 5 S 40 M el iR 4 |- . PD-1 53
Betkah &, BENSIREN T 40 M ThBERhs AR S ik ik . PD-1/PD-L1 Hli/e 35 s fads bt 5 E AR A,
I B Bah A, DA b5 R G0 BE0E[10]. CTLA-4 240 T T AR A i b i — 2K 5k
KO 2R, fE T Gsind e ik BTh, it s T g dtiligaE 1 CD28 354 k45 & b JR S 40 i _E
) B7 SR B7-1 5 B7-2 SKAMHI PR 2 4non T 40 p03as, Mimidns] T 40 rThag. Kk, CTLA-
4 SHRFRIEH B e fads th B EEEA[11).

RERFRM T Fe-null ¥eit, BIIEHLER A 19G 1 Fo BOEAT “IhfeyiBk” sioe &mibk, ik
R PR EGREINIFEIN, NS Foy 2N T HIE MBI 7T 456« X SUE A Ry b (k4 & 24,
TR RESE B 29 E IR 2L 2 (VAR B I ), 35T ] DASR B HE A T 3 24 G YR T 19 [12]

H AT, REEBRIRPTOLE | B A AR IS BoR R A A RTT B0R 2 4, 3R 28 N BEELFE(K PD-
L1 RIAMEFH . AU BIEVEAS R E R RPUC ST IE HER-2 VAN T DI (14 = 348 i B 4 78 1
GIGE] s BB 7 sl e bk, NI RS BE i L S5 M E I

2. xR

Table 1. Baseline characteristics of patients
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0 6 (20%)
ECOG ¥4
1 24 (80%)
B 27 (90%)
it g J5 e SR AL N
BEEEET 3 (10%)
1~2 28 (93.3%)
HBHREHE
>3 2 (6.7%)
JiF 8 (26.7%)
Jiti 2 (6.7%)
H 3 (10%)
R AL [E S 5 (16.7%)
JY5i s 8 (26.7%)
W4 (I Ab) 19 (63.3%)
(=l 2 (6.7%)
>5 3 (10%)
PD-L1 CAS ¥4 <5 11 (36.7%)
ENRLIEAE N 16 (53.3%)
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5. IR
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ERIT NBER, RE RGBS LTI PFS 7.9 4N H (95%C1 5.924~9.876, UL 1), Jisi3;
)9 7 A A13]: B4 OS N 23.9 4 (95%C1 19.098~32.702, 5] 2), [ s %#ii vy 14.1 N H[13], DCR N
90% (95%CI 73.47%~97.89%, .7 2), 35 %#E v 95.8% [14]; CBR >N 50% (95%CI 31.30%~68.7%) .
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Figure 1. Kaplan-Meier PFS
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Figure 2. Kaplan-Meier OS
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Table 2. Radiographic tumor response
T2 BEVGEMENE
ITROT CR PR SD PD
N (%) 0 (0%) 10 (33.3%) 17 (56.7%) 3 (10%)
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5.2. REMSHT
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Table 3. Treatment-related adverse events

=3 ATHEXTIREMHLERI

TRAEs, n (%) Grade 1~2 Grade 3~4
MR %t
ML ANAR T H 11 (36.7%) 2 (6.7%)
S RS 7 (23.3%) 0
BN adiil ok 10 (33.3%) 0
gl 8 (26.7%) 1 (3.3%)
MRS
JHZhRE S 5 (16.7%) 0
IgE 5 (16.7%) 0
TRAEsS, n (%) Grade 1~2 Grade 3~4
P ol R G5
FROPR R Th RE R 4 (13.3%) 0
TR IR Th e Tk 2 (6.7%) 0
e LB 2 (6.7%) 0
Bk
42 2 (6.7%) 0
INSE=g: ¥
KATIR 2 (6.7%) 0

6. &g

REEEAGUR ST AE GIGEY B B 1) — &Iy h 8 8] 1 NIRRT 2 (F L PFS 7.9 1M H),
Az A PERHIE R4, RENS N B E SR OHT VAT T %

SE3CH
[1] Yang, M., Lin, W., Huang, J., Mannucci, A. and Luo, H. (2024) Novel Immunotherapeutic Approaches in Gastric Cancer.
Precision Clinical Medicine, 7, pbae020. https://doi.org/10.1093/pcmedi/pbae020

[2] Chen, J., Bu, Z. and Ji, J. (2021) Surgical Treatment of Gastric Cancer: Current Status and Future Directions. Chinese
Journal of Cancer Research, 33, 159-167. https://doi.org/10.21147/j.issn.1000-9604.2021.02.04

[3] Mahshad, E., MohammadJavad, S., Yousef, M., et al. (2023) Current Progress and Challenges of Immunotherapy in
Gastric Cancer: A Focus on CAR-T Cells Therapeutic Approach. Life Sciences, 318, Article ID: 121459,

DOI: 10.12677/acm.2026.163836 688 I IR 2= =23t e


https://doi.org/10.12677/acm.2026.163836
https://doi.org/10.1093/pcmedi/pbae020
https://doi.org/10.21147/j.issn.1000-9604.2021.02.04

BPHE, BRél

(4]
(5]

(6]

(7]

(8]

(9]
[10]
[11]

[12]

[13]

[14]

[15]

Jin, X,, Liu, Z.R., Yang, D.X., Yin, K. and Chang, X.S. (2022) Recent Progress and Future Perspectives of Immunother-
apy in Advanced Gastric Cancer. Frontiers in Immunology, 13, Article 948647.

Cai, H., Li, M., Deng, R., Wang, M. and Shi, Y. (2022) Advances in Molecular Biomarkers Research and Clinical Ap-
plication Progress for Gastric Cancer Immunotherapy. Biomarker Research, 10, Article No. 67.
https://doi.org/10.1186/s40364-022-00413-0

Cao, Z.,,Wang, Z., Yang, L., Li, T., Tao, X. and Niu, X. (2025) Reshaping the Immune Microenvironment and Reversing
Immunosenescence by Natural Products: Prospects for Immunotherapy in Gastric Cancer. Seminars in Cancer Biology,
110, 1-16. https://doi.org/10.1016/j.semcancer.2025.02.002

Huang, X., Hong, L., Lv, Y., Li, K., Zhang, Z., Deng, J., et al. (2025) Peptide Hydrogel Platform Encapsulating Manga-
nese lons and High-Density Lipoprotein Nanoparticle-Mimicking Nanovaccines for the Prevention and Treatment of Gas-
tric Cancer. Journal of Translational Medicine, 23, Article No. 371. https://doi.org/10.1186/s12967-025-06088-z

Shen, L., Zhang, Y., Li, Z., et al. (2025) First-Line Cadonilimab Plus Chemotherapy in HER2-Negative Advanced Gas-
tric or Gastroesophageal Junction Adenocarcinoma: A Randomized, Double-Blind, Phase 3 Trial. Nature Medicine, 31,
1163-1170.

Shah, M.A,, Kennedy, E.B., et al. (2023) Immunotherapy and Targeted Therapy for Advanced Gastroesophageal Cancer:
ASCO Guideline. Journal of Clinical Oncology, 41, 1470-1491.

Gao, M., Shi, J., Xiao, X., Yao, Y., Chen, X., Wang, B., et al. (2024) PD-1 Regulation in Immune Homeostasis and
Immunotherapy. Cancer Letters, 588, Article ID: 216726. https://doi.org/10.1016/j.canlet.2024.216726

Woie, A EIE, R, & Sk A R ST TR R [I]. R E RN AEdr R, 2021, 51(8): 1180-
1192,
Pang, X., Huang, Z., Zhong, T., Zhang, P., Wang, Z.M., Xia, M., et al. (2023) Cadonilimab, a Tetravalent PD-1/CTLA-

4 Bispecific Antibody with Trans-Binding and Enhanced Target Binding Avidity. mAbs, 15, Article ID: 2180794.
https://doi.org/10.1080/19420862.2023.2180794

Shen, L., Zhang, Y., Li, Z., Zhang, X., Gao, X., Liu, B., et al. (2025) Author Correction: First-Line Cadonilimab Plus
Chemotherapy in HER2-Negative Advanced Gastric or Gastroesophageal Junction Adenocarcinoma: A Randomized,
Double-Blind, Phase 3 Trial. Nature Medicine, 31, 1368-1368. https://doi.org/10.1038/s41591-025-03666-y

Liguori, L., Polcaro, G., Nigro, A, Conti, V., Sellitto, C., Perri, F., et al. (2022) Bispecific Antibodies: A Novel Approach
for the Treatment of Solid Tumors. Pharmaceutics, 14, Article 2442. https://doi.org/10.3390/pharmaceutics14112442

Zhang, Z., Yu, J., Zhang, Z., Liu, Q., Pang, X. and Zhou, Y. (2025) The Safety of Cadonilimab: A Systematic Review
and Single-Arm Meta-Analysis. Cancer Medicine, 14, e71210. https://doi.org/10.1002/cam4.71210

DOI: 10.12677/acm.2026.163836 689 Il R 125 23k i


https://doi.org/10.12677/acm.2026.163836
https://doi.org/10.1186/s40364-022-00413-0
https://doi.org/10.1016/j.semcancer.2025.02.002
https://doi.org/10.1186/s12967-025-06088-z
https://doi.org/10.1016/j.canlet.2024.216726
https://doi.org/10.1080/19420862.2023.2180794
https://doi.org/10.1038/s41591-025-03666-y
https://doi.org/10.3390/pharmaceutics14112442
https://doi.org/10.1002/cam4.71210

	卡度尼利联合化疗一线治疗HER2阴性不可切除的局部晚期或转移性胃/胃食管交界性腺癌疗效及安全性
	摘  要
	关键词
	Efficacy and Safety of Cabozantinib Combined Chemotherapy as First-Line Treatment for HER2-Negative Locally Advanced or Metastatic Gastric/Gastroesophageal Junction Adenocarcinoma
	Abstract
	Keywords
	1. 引言
	2. 研究对象
	3. 研究方法
	4. 观察指标
	5. 研究结果
	5.1. 疗效结果
	5.2. 安全性分析

	6. 结论
	参考文献

