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An integrated framework for compartment-, dose-, time-phase-, and
cancer type-dependent regulation of PD-L1 by anlotinib

Zhang Xinyan', Zheng Guihong®"

1. CW CHU College, Jiangsu Normal University, Xuzhou; 2. School of Life Sciences and Food Engineering, Jiangsu Normal
University, Xuzhou

Abstract: Combination therapy with anlotinib plus immune checkpoint inhibitors has advanced to phase III clinical
trials in multiple solid tumors. The randomized phase III CAMPASS trial confirmed that first-line combination
therapy is significantly more effective than monoclonal antibody therapy alone. However, the literature on how
anlotinib regulates PD-L1 expression remains contradictory, and no unified explanation has yet emerged. Based on
37 relevant publications, we mapped and integrated the evidence using a four-dimensional framework: compartment
x dose x time phase x cancer type. The results suggest that previous studies lack paired dynamic measurements of
PD-L1 expression before and after treatment. The baseline direction of PD-L1 regulation varies by cancer type and
context. This review systematically summarizes these contradictory conclusions, which both reveal gaps in current
evidence and provide mechanistic hypotheses to be tested. Given that current evidence is insufficient to determine
the direction of anlotinib-mediated PD-L1 regulation, this review adopts a mechanistic perspective and provides a

testable framework for combination therapy dosing strategies and patient population selection.
Keywords: Anlotinib; PD-L1; Compartment dependence; Directional paradox; Immune checkpoint inhibitors
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