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The application of NSP in the treatment of PD-1 inhibitor-related spinal cord injury

SONG Jun, CHEN Huachun, NI Xiaowei (Zhejiang Jinhua Guangfu Tumor Hospital, 321000 Jinhua, Zhejiang, China)
[Abstract]Objective To investigate the application effect of neuroserine protease inhibitor (NSP) in the treatment
of programmed cell death protein 1 (PD-1) inhibitor related spinal cord injury (SCI). Methods Ragl ™ mice were
used as recipients for bone marrow transplantation, and the proportion of CD8" T cells in the peripheral blood and
bone marrow of Ragl™ mice were detected after transplantation. The bone marrow transplanted Ragl ™ mice were
randomly divided into four groups (six mice per group): the control group, intraperitoneally injected with immunog-
lobulin G (IgG) (200 pg); the SCI model group, intraperitoneally injected with pembrolizumab (200 pg); the SCI mod-
el+CD8 T cell transfer group, tail vein injection of initial-type CD8 T cells (5x10°) on the basis of the SCI group;
the NSP treatment group, intrathecal injection NSP (25 pl) on the basis of the SCI group. The motor function of the
four groups was evaluated by BMS test. The levels of SCI markers anisamine 10 (Ano10), bone marrow stromal cell
antigen 1 (BST1), interleukin-1 receptor I (I11r]1) and Zfp36 ring finger protein-like 2 (Z{p3612) in serum and bone
marrow cells were detected by ELISA and qRT-PCR. Results The BMS score of the SCI model group was lower
than that of control group (P << 0.05). The mRNA levels of Ano10, Bstl and Il1r1 of SCI model group were signifi-
cantly higher than those of the control group (all P << 0.05), while the mRNA level of Z{p3612 was lower than that of
control group (P << 0.05), the results of ELISA were consistent. The BMS score of the SCI model+CD8' T cell trans-
plantation group was lower than that of SCI model group (P << 0.05). The mRNA levels of Ano10, Bstl and 1l1r1 of
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SCI model+CD8' T cell transplantation group were significantly higher than those of SCI model group (all P < 0.05),

while the mRNA level of Zfp3612 was lower than that of SCI model group, the results of ELISA were consistent. The
BMS score of the NSP treatment group was higher than that of SCI model group (P << 0.05). The mRNA level of Anol0,

Bstl and Il1r1 of NSP treatment group were significantly lower than those of SCI model group (all P << 0.05), while the
mRNA levels of Zfp3612 was higher than that of SCI model group (P << 0.05), the results of ELISA were consistent.

Conclusions CD8 T cells play an important role in the occurrence of PD-1 inhibitor related SCI, and the combination

of NSP can alleviate SCI caused by anti-PD-1 therapy.
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