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A network meta-analysis of the efficacy and safety of second-line treatment regimens for HERZ2-positive
advanced gastric cancer
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ABSTRACT OBJECTIVE To evaluate the efficacy and safety of second-line treatment regimens for human epidermal growth
factor receptor 2 (HER2)-positive advanced gastric cancer. METHODS Phase Il randomized controlled trials(RCTs) about second-
line treatment regimens for HER2-positive advanced gastric cancer patients were retrieved from PubMed, CNKI, and other Chinese
and English databases. The search period spanned from the inception to April 1, 2026. After screening the literature, extracting
data, and assessing the quality of the included studies, a network meta-analysis was conducted using R 4.3.2 software. Descriptive
comparisons of characteristic adverse events (AEs) for each intervention were performed, followed by sensitivity analyses using
different effect models to evaluate the robustness of the results. RESULTS A total of 5 RCTs involving 6 intervention regimens

were included. Regarding efficacy, compared with trastuzumab emtansine, chemotherapy alone, and lapatinib+paclitaxel,

anbenitamab-+chemotherapy significantly prolonged patients’
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surface under the cumulative ranking curve (SUCRA) were both anbenitamab+chemotherapy and trastuzumab deruxtecan. In terms
of safety, the SUCRA for the incidence of adverse events (AEs) of any grade (41.6%-57.1%) was generally similar across
treatments. The SUCRA for the incidence of grade=3 AEs and serious AEs was lowest for trastuzumab emtansine (19.3%) and
chemotherapy alone (25.9%) , respectively. The SUCRA for treatment-related mortality was lowest for anbenitamab+chemotherapy
(3.7%) , while the SUCRA for treatment discontinuation due to AEs was lowest for trastuzumab deruxtecan (4.3%); for both, the
SUCRA was highest for lapatinib+paclitaxel (78.3% and 85.6%, respectively). Regarding characteristic AEs, the incidence of
interstitial lung disease/pneumonitis was highest in the trastuzumab deruxtecan group (13.93%) , the incidence of diarrhea was
highest in the lapatinib+paclitaxel group (77.10%), and hypertension was primarily observed in the ramucirumab+paclitaxel group
(23.85%). The results of the sensitivity analysis were consistent with those of the main analysis. CONCLUSIONS For second-line
treatment regimens of patients with HERZ-positive advanced gastric cancer, both anbenitamab+chemotherapy and trastuzumab
deruxtecan demonstrate a trend toward superior OS and PFS benefits; in terms of safety, the incidence rates of AEs of any grade
are similar across the intervention groups, but the characteristic profiles of AEs differ significantly among the regimens, requiring
close clinical monitoring and comprehensive management throughout treatment.
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HAPHETF 1%, S5HRIFE2,

x2 BTHHEEBTEAEHNEER(%)

FEHEAEs  TRRLT MR RN BRI TR BN
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—RHRIAE
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HER2 Y7 7E—4 7 S P AR O M0 )S  HER2 BHE I ]
B SR AR A A DA LA G AR, Il R
SR, HER2 FHPERL I B R H e — AT bR e
FEZ SR B 25 W e P K STk = o8 2 G UE IS~ UE 3
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B AL OS \PFS FR A% . X —45 R £ —
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kT R XURR S LA, W [R]85 45 2 AN [ (1 HER2 3R
i, HiX 2 A X S5 A4 3R 73 5] 55 2 R SR 22 2k
BRI ] A S5 AL B (SSAR IV T AH ™ il R S 2
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% AEs, Ho &k H: 3R (13.93% ) 2% T HoAh it . 7
i1 22 R BT | A () S P i /il 4 1 9 3L A B2 ML o
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Wro LR 3T R ST U R AL A R
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