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were analyzed. The relationship between SPP1  PD-.1 and M2-polarized macrophages in HCC tissue was also an—
alyzed. Results The expression of SSP1 PD-L1 and CD163 increased in HCC tissues compared with para-carci—
noma tissues. The expression of SSP1 PD-L.1 and CD163 were all related to the BCLC staging ( P <0.05) but
were not related to age and sex. The expression of SSP1 was elevated in HCC patients with large tumor diameter
and multiple intrahepatic tumors PD-.1 was elevated in HCC patients with multiple intrahepatic tumors and HBV
infection. SSP1  PD-.1 and CD163 were related to the prognosis and high expression patients had lower 3-year
OSR and OST compared to low expression patients. Cox analysis showed the BCLC staging SPP1 and PD-L.1 were
independent prognostic factors. The expression of SPP1 and PD-.1 were positively correlated with M2 macrophages
in HCC. Conclusion SPP1 PD-.1 and CD163 can be used to evaluate the biological behaviors of HCC and the
positive expression of SPP1 and PD-.1 suggests that HCC patients may have a poor prognosis.
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colony formation assay were designed for assessing the radiosensitizing effect of Au@ Uio-66-NH, nanoparticles on
cancer cells; a subcutaneous tumor-bearing mouse model was constructed to evaluate the radiosensitizing effect and
biological safety of Au@ Uio-66-NH, nanoparticles in vivo. Results The characterization results demonstrated good
stability of Au@ Uio-66-NH, NPs in water solutions; the CCK-8 assay showed a more favorable biological safety pro—
file of Au@ Uio-66-NH, nanoparticles compared with Au nanoparticles. Meanwhile the group of Au@ Uio-66-NH,
nanoparticles combining with radiotherapy had a favorable cellkilling effect; the animal experiment also proved
supportive evidence for the radiosensitizing effect and biological safety of Au@ Uio-66-NH, nanoparticles in vivo.
Conclusion The toxicity of Au@ Uio-66-NH, nanoparticles is significantly lower than that of Au nanoparticles
and it shows obvious radiosensitization effect which has good clinical application prospects.

Key words Uio-66-NH,; gold; nanoparticles; breast cancer; radiosensitization
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Pirfenidone inhibits the invasion of biliary tract tumors
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Abstract Objective To study the mechanism of Pirfenidone ( PFD) inhibiting the invasion of biliary tract tumors
through cancer associated fibroblasts ( CAF) . Methods Primary CAF were extracted from the tumor tissues of pa—
tients with biliary tract tumor and the marker proteins of CAF including vimentin ( VIM)  a-smooth muscle actin
( «-SMA) and fibroblast activating protein ( FAP) were detected by Western blot. Phalloidin experiment showed
the function of fibroblast cytoskeleton. ELISA and Western blot were used to verify the difference of TGF-8 expres—
sion between normal fibroblasts ( NF) and CAF. The functional change of CAF was observed by adding PFD to
CAF. The expression of TGF- in CAF was verified by ELISA quantitative real-time PCR ( qRT-PCR) and West-
ern blot. The change of TGF- in serum was verified by subcutaneous tumor mouse model. The change of collagen
contractile function in CAF was observed by collagen contractile test. The changes of MMP2 and MMP9 in CAF me—
dium were observed by gelatin enzyme assay. The changes of SMAD signaling pathway protein in CAF were detec—
ted by Western blot. Results The related marker proteins VIM o-SMA and FAP of CAF were highly expressed
and the filamentous actin ( F-actin) of CAF was abundant. ELISA showed that the expression of TGF-3 in CAF was
enhanced. Western blot experiment confirmed that CAF had stronger collagen function. Western blot PCR and re—
lated phenomenon experiments showed that PFD could inhibit collagen production and TGF-3 expression in CAF.
SMAD signaling pathway-related protein experiments demonstrated that PFD could affect tumor invasion by inhibi—
ting TGF3/SMAD signaling pathway. Conclusion The function of CAF extracted from cancer patients is domina—
ted by collagen production while PFD inhibits the collagen production and collagen remodeling related processes of
CAF through TGF8/SMAD signaling pathway to inhibit tumor invasion.

Key words Pirfenidone; cancer-associated fibroblast; TGF-8/SMAD pathway; gallbladder cancer; cholangiocar—

cinoma; collagen contraction; invasion



