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Abstract: The use of immune checkpoint inhibitors (ICIs) improves the prognosis of patients with advanced
non-small cell lung cancer (NSCLC). However, some patients still fail to benefit from them. In recent years,
studies have demonstrated that the combination of antiangiogenic agents with ICIs can enhance the antitumor
effect, and guidelines at home and abroad have suggested that the combination of ICIs with antiangiogenic
regimens can be used in patients with advanced NSCLC. Therefore, the mechanism of action and the latest
clinical studies on the combination of ICIs and anti-angiogenic drugs in the treatment of advanced NSCLC
were reviewed in this article to provide reference for treating advanced NSCLC.
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Table 1 Clinical study of ICIs combined with anti-angiogenic drugs for advanced NSCLC

Study Patient Research program Sar_np le Prlma_ry Result
size endpoint
IMpower150 Stage IV non- ABCP: Atezolizumab + bevacizumab + 1202 PFS ABCP vs. BCP
(Phase 3)" squamous NSCLC  platinum-based doublet chemotherapy (0N mPFS: 8.3 vs. 6.8 m
ACP: Atezolizumab + platinum-based doublet (IIT-WT)
chemotherapy mPFS: 11.3 vs. 6.8 m
BCP: Bevacizumab + platinum-based doublet (Teff-High WT)
chemotherapy mOS: 19.2 vs. 14.7 m
(Teft-High WT)
ENPOWER Stage IV EGFR/ Queue 1: rh-Endostatin + PD-1 + platinum- 50 ORR  Queue 1 vs. Queue 2
(Phase 2)* ALK-negative non- based doublet chemotherapy PFS  ORR: 57.7% vs. 34.2%
squamous NSCLC  Queue 2: rh-Endostatin + platinum-based mPFS: 16.7 vs. 16.4 m
doublet chemotherapy
LEAP007 Stage IV EGFR/ Trial group: Lenvatinib + Pembrolizumab 623 PFS  Trial vs. Control group
(Phase 3)* ALK-negative Control group: Placebo + pembrolizumab 0OS  mPFS:6.6vs.42m
NSCLC mOS: 16.4 vs. 14.1 m
(P=0.797 44)
IMpowerl51 Stage IV non- ABCP: Atezolizumab + bevacizumab + 305 PFS ABCP vs. BCP
(Phase 3)*" squamous NSCLC  platinum-based doublet chemotherapy mPFS: 9.5 vs. 7.1 m
BCP: Placebo + bevacizumab + platinum- (P=0.183 8)
based doublet chemotherapy
ORIENT-31 Stage MI/IV EGFR  Sintilimab + bevacizumab bio-drugs + 1011 PFS Four medicines vs.
(Phase 3)" mutant non- chemotherapy Chemotherapy group

squamous NSCLC  bevacizumab bio-drugs+ chemotherapy

chemotherapy

mPFS: 7.2 vs. 43 m
mOS: 21.1 vs. 192 m
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Table2 Some prospective studies of immune checkpoint inhibitors combined with antiangiogenic agents in treatment of NSCLC

Study Study staging  Patient

Research program

Primary endpoint

NCT05184712  Phase 3
(HARMON;-A)™*!

Stage MM B/IV NSCLC

after treatment with

EGFR-TKI
NCT05756972"" Monobrachial ~ Stage I B/IV NSCLC
stage Il
after treatment with

EGFR-TKI

NCT03377023" Phase /11 Stage IV NSCLC

NCT02681549"" Phase 2 Brain metastatic
melanoma or NSCLC

NCT05972460% Phase I a Advanced solid tumor

Nivolumab + ipilimumab + nintedanib

Pembrolizumab + bevacizumab

Experimental group: Ivonescimab + PFS
with disease progression platinum-based doublet chemotherapy
Control group: Placebo + platinum-based
doublet chemotherapy

PM8002 Combined pemetrexed and

with disease progression carboplatin

ORR and PFS

Maximum tolerated dose
and ORR

BMS response rates using
modified RECIST criteria

IMM2510 dose escalation via intravesical AE

administration every two weeks until 52

weeks

Notes: (D: registered on Clinical Trail website, currently closed to recruitment, no study results yet published; @: registered on Clinical Trail

website, currently recruiting patients.
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