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[Abstract] In recent years, benefiting from the increasing understanding of tumor immunity, the application of
immunotherapy especially immune checkpoint inhibitors in the clinic has achieved great success. Although immunotherapy shows
great potential for antitumor therapy, many challenges are currently facing. The limited benefit population is one of the important
issues, and the development of new therapeutic strategies to increase the proportion of the population benefiting immunotherapy
is of great clinical importance. As one of the traditional means of antitumor therapy, increasing evidence shows that it plays an
important role in antitumor immune mechanisms. Chemotherapy can improve the sensitivity of tumor cells to programmed death-1
(PD-1)/PD-L1 inhibitors by affecting the immune microenvironment and activating antitumor immune responses. Moreover,
chemotherapy can affect the tumor cells themselves, upregulate the expression of PD-L1, and induce PD-L1-mediated tumor
immunosuppressive phenotype, thereby increasing the therapeutic targets of PD-1/PD-L1 inhibitors. A large body of evidence from
clinical studies has also suggested a synergistic effect between combination chemotherapy and immune checkpoint inhibitors in

multiple malignancies, and combination therapy is expected to be a novel immunotherapeutic strategy. This paper systematically
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reviews the evidence from relevant basic and clinical studies, analyzes and summarizes the interaction relationship between

chemotherapy and immunotherapy, aiming to provide new ideas for enhancing antitumor immune responses, and at the same time
provides a corresponding theoretical basis for clinical combination chemotherapy and immunotherapy.

[Key words] programmed death-1/programmed death-1 ligand-1 inhibitors; chemotherapy; immune checkpoints
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Tab.1 The more promising immune checkpoints
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AL CD4 AICDS” THIE . NK ) .
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CTLA-4§ A2 ek fify e
TET 240 3% AL ) 4 B Bee & 2 0351, T
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(Durvalumab) FIB 4E Fd (Avelumab) . Fk [E 7EPD-1
K PD-L 150 59 4 4 v O 1 B 2 R,
PD - 1410 i 57 45 By 3 F 55T (Toripalimab) | {5 it £
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Tab.2 Completed clinical trials evaluating chemotherapy and immune checkpoint inhibitors combinations

I PR 56 figeg 5 A SEY AR 45 0L (R 2 vs. BAEALTT4H)
FPES: 24.01H vs. 9.3 H (HR=0.53, 95%CI
A RIS AP+ RAN+ 3 £l 2 0.33~0.86, P=0.0049)
KEYNOTE-021  NSCLC PARARTTAL . REA+ R e FA20S: NRws. 21.170H (HR=0.56, 95%CI
0.32~0.95, P=0.0151)
FAIPES: 6.4 vs. 4.84 H (HR=0.56, 95%CI
BOAAL: IR AP+ 40+ R A2 0.45~0.70)
KEYNOTE-407  NSCLC AT : TR+ A+ S H70S: 15.97H vs. 113 H (HR=0.64, 95%CI
0.49~0.85)
FIAIPES: 9.04H vs. 4.9 H (HR=0.52, 95%CI
WA : RIS+ B Rl 2 0.43~0.64, P<0.0001)
KEYNOTE-189  NSCLC PRAiARTT A . BAZS+ RT3 g FA20S: 22,01 H vs. 1071 H (HR=0.56, 95%CI
0.45~0.70)
PAIPES: 11.34H vs. 8.9 H (HR=0.60, 95%CI
A REAIZRADT+ R0+ 355 ih 5 0.45~0.79, P<0.0001)
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0.53~1.02)
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A2 : DT+ SAZ R+ R AR 0.75~1.01)
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FIIPES: 6.9 H vs. 6.41H (HR=0.84, 95%CI
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o DAL R SR S
" DRI R, SR
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0.70~1.03, P=0.05)

FNIPES: 7.7 vs. 6.1 H (HR=0.68, 95%CI
0.56~0.81, P<0.0001)
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0.59~0.86, P<0.0001)
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